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BLAST (R) searching in REGISTRY available in STN on the Web 
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DKILIT now produced by FIZ Karlsrxihe and has a new update 
frequency 

Access via Tyntnet and SprintNet Eliminated Effective 3/31/02 
Gene Names now available in BIOSIS 
TOXLIT no longer available 
TRCTHERMO no longer available 

US Provisional Priorities searched with P in CA/CAplus 
and USPATFULL 

LIPINSKI/CALC added for property searching in REGISTRY 
PAPERCHEM no longer available on STN. Use PAPERCHH12 instead. 
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ZDB will be renraved frcm STN 

US Patent ;^plications available in IFICDB. IFIPAT, and IFIUDB 
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COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'EMBASE' ENTERED AT 11153:01 ON 10 JUL 2002 

COPYRIGHT (C) 2002 Elsevier Science B.V. All rights reserved. 

FILE 'BIOSIS' ENTERED AT 11:53:01 ON 10 JUL 2002 
COPYRIGHT (C) 2002 BIOLOGICAL ABSTRACTS INC. (R) 
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OR PETERSON P?/AU 
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0.21 0.21 
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L2 198 LI AND CD4? 

s> s 12 not cd40 

L3 185 L2 NOT CD40 



=■> 8 13 and {CD80 or B7.1) 

L4 13 L3 AND (CD80 OR B7.1) 

s> dup rem 14 

PROCESSING COMPLETED FOR L4 

LS 6 DUP REK L4 (7 DUPLICATES REHOVED) 

-> dis 15 1-6 ibib abs 

MEDLINE DUPLICATE 1 

2001296822 MEDLINE 
21270387 PubMed ID: 11376339 

A key role for ICAM-1 in generating effector cells 
mediating inf lansaatory responses. 

Camacho S A; Heath w R; Carbone F R; Sarvetnick N; LeBon A; 
Karlsson L; Peterson P A; Webb S 
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TITLE: 
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CORPORATE SOURCE) 



CONTRACT NUMBER J 



PUB. COUNTRY: 

LANGUAGE: 
FIIoE SaaCENTi 
ENTRY MONTH: 
ENTRY DATE: 



Itepartment of Ininunology, IKM4, The Scripps Research 
Institute, 10550 North Torrey Pines Road, La Jolla, CA 
92037, USA. 
AI39664 (NIAID) 
CA35803 (NCI) 
CA41993 (NCI) 

Nat Immunol, (2001 Jun) 2 (6) 523-9. 
Journal code: 100941354. ISSN: 1529-2908. 
United States 

Journal; Article,- (JOURNAL ARTICLE) 
English 

Priority Journals 
200106 

Entered STN: 20010625 
Last Updated on STN: 20010625 
Entered Medline: 20010621 
We investigated how the accessory sjolecule interactions encountered during 
T cell priming influence T cell -mediated destruction of insulin-producing 
beta cells and lead to type 1 diabetes. T cell receptor (TCR) -transgenic 
CD4+ T cells were primed under controlled conditions in vitro 
before being adoptively transferred into transgenic recipients expressing 
membrane ovalbumin under the control of the rat insulin promoter 
(RIP-raOVA) . During priming, antigen-presenting cell expression of 
B7-1 without intracellular adhesion cmlecule 1 (ICAM-1) 

led to the generation of effector cells that migrated to the pancreata of 
RIP-mOVA recipients but did not cause diabetes. In contrast, when T cells 
were primed with APCs expressing both B7-1 and ICAM-1, 
pronounced destruction of beta cells and a rapid onset of diabetes were 
observed. Pathogenicity was associated with T cell production of the 
macrophage -attracting chemo)tines CCL3 and CCL4 . Thus, interactions of 
lynphocyte function- associated antigen 1 with ICAM-1 during priming induce 
both qualitative and quzmtitative alterations in T effector function and 
induce potentially autodestructive responses. 



L5 ANSWER 2 OF 6 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE; 



AUTHOR (S) ; 



CORPORATE SOURCE: 



CAPLUS COPYRIGHT 2002 ACS 
2001:419849 CAPLUS 
136:100954 

Vaccination with glutamic acid decarboxylase plasmid 
DNA protects mice from spontaneous autoimnrune diabetes 
and B7/CD28 costimulation circumvents that protection 
Balasa, Balaji; Boehm, Bernhard O.; Fortnagel, Anja; 
Karges, Wolfram; Van Gunst, Kurt; Jung, Nadja; 
Camacho, Stephanie A.; Webb, Susan R.; 
Sarvetniclc, Nora 

Department of Immunology, The Scripps Research 
Institute, La Jolla, CA, 92037, USA 
Clinical Iranainology (San Diego, CA, United States) 
(2001), 99(2), 241-252 
CODEN: CLIIFY; ISSN: 1521-6616 
Academic Press 
Journal 
English 

The nonobese diabetic (NOD) mouse develops spontaneous T- cell -dependent 
autoimmune diabetes. The authors tested here whether vaccination of NOD 
mice with a plasmid DNA encoding glutamic acid decarboxylase (GAD) , an 
initial target islet antigen of autoimmune T cell repertoire, would 
modulate their diabetes. Our results showed that vaccination of young or 
old female NOD mice with the GAD-plasmid DNA, but not control -plasmid DNA, 
effectively prevented their diabetes, demonstrating that GAD-plasmid DNA 
vaccination is quite effective in abrogating diabetes even after the 
development of insulitis. The prevention of diabetes did not follow the 
induction of immunoregulatory Th2 cells but was dependent upon CD28/B7 
costimulation. Our results suggest a potential for treating spontaneous 
autoimmune diabetes via DNA vaccination with plasmids encoding self-Ag. 
(c) 2001 Academic Press. 
REFERENCE COUNT: 32 THERE ARE 32 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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PUBLISHER : 
DOCUMENT TYPE 
LANGUAGE: 
AB 
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DOCUMENT NUMBER: 
TITLE: 

AUTHOR: 



CORPORATE SOURCE: 
CONTRACT NUMBER: 



MEDLINE DUPLICATE 2 

1999179008 MEDLINE 
99179008 PubMed ID: 10077630 

Intercellular adhesion molecule -1 inhibits interleukin 4 
production by naive T cells. 

Luksch C R; Winqvist 0; Oza}ci M E; Karl s son L; 

Jac]cson M R; Peterson P A; Webb S 

R 

Department of Immunology, IMM4, The Scripps Research 
Institute, 10550 North Torrey Pines Road, La Jolla, CA 
92037, USA. 
CA25803 (NCI) 
CA41993 (NCI) 



SOURCE: PROCEEDINGS OF THE NATIONAL ACADEMY OF SCIENCES OF THE 

UNITED STATES OF AMERICA, (1999 Mar 16) 96 (6) 3023-8. 
Journal code: 7505876. ISSN: 0027-8424. 

PUB. COUNTRY: United States 

Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE : English 

FILE SE01ENT: Priority Journals 

ENTRY MONTH: 199905 

ENTRY DATE: Entered STN: 19990601 

Last Updated on STN: 19990601 
Entered Medline: 19990520 
AB The type of cytokines produced during T cell responses determines 
susceptibility or resistance to many pathogens and influences the 
development of autoimmunity and allergy. To define the role of individual 
accessory molecules in cytokine production during primary immune 
responses, Drosophila cell lines expressing murine major 

histocompatibility con?)lex class II molecules with defined combinations of 
accessory molecules were used to present peptide antigen to naive T cell 
receptor transgenic T cells. Significantly, expression of B7 . 
1 or B7.2 without additional accessory molecules led to very high 
production of interleukin (IL)-4, which contrasted with minimal IL-4 
production elicited by conventional antigen presenting cells (APC) . 
However, coexpression of ICAM-l and B7 on Drosophila APC induced little 
IL-4, suggesting an inhibitory role for intercellular adhesion molecule- 1 
(ICAM-1) . In support of this idea, stimulation of T cell receptor 
transgenic T cells with peptide presented by splenic APC devoid of ICAM-l 
(from ICAM-1 -deficient mice) led to high IL-4 production. Thus, the level 
of IL-4 production by naive CD4(+) T cells during typical 
primary responses appears to be controlled, at least in part, by T-APC 
interactions involving ICAM-1. 
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ACCESSION NUMBER t 
DOCUMENT NUMBER! 
TITLE: 

AOTHOR(S) I 



CORPORATE SOURCE I 
SOURCE I 



DOCUMENT TYPE: 
UVNGUAGEt 



BIOS IS coPYRiorr 2002 biological abstracts inc. 

1999:167516 BIOSIS 
PREV199900167516 

■Rie role of accessory molecules in regulating cytokine 
production. 

Ozaki, M. B. (1); Uiksch. C. R.; Winqvist, 0.; 
CarloBon, L.; Peterson, P. A.; Hehb, 
S. R. 

{1) Scripps Res. Inst., La Jolla, CA 92037 USA 

PASEB Journal, {March 12, 1999) Vol. 13, No. 4 PART 1, pp. 

A628. 

Meeting Info.i Annual Meeting of the Professional Research 

Scientists for Experimental Biology 99 Washington, D.C., 

USA April 17-21, 1999 

ISSN: 0892-6638. 

Conference 

English 
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ACCESSION NUMBER: 
DOCUMENT NUMBER) 
TITLE: 



INVENTOR (S) : 



PATENT ASSIGNEE {S) : 



SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1998:1388 CAPLUS 
128:60716 

MHC class II antigen presentation systems for 

a>4+ T-cell activation, differentiation, and 

adoptive inraunotherapy 

Webb, Susan R.; Winqvist, Ola; 

Karlssott, Lars; Jackson, Michael R.; 

Peterson, Per A. 

Scripps Research Institute, USA; Webb, Susan R.; 

Winqvist, Ola; Karl s son, Lars; Jackson, Michael R. 

Peterson, Per A. 

PCT Int. ;^pl., 141 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 9746256 
Wi AL, 



DK, EE. 
LC, LK, 
PT, 



Al 19971211 
AM, AT, AU, AZ, BA, BE, 



RW: GH 
GR 
ML 

AU 9732103 
AU 723355 
EP 969865 



BS 
LR, 
RO, RU, 
VN, YU, AM, 
KB, LS, 
IE, 
MR, 



FI 
LS 

SD, SE, 



GB, GE, GH, HU, IL 
LT, LU, LV, MD, MG 
SI, SK, TJ 



WO 1997-US8697 
BG, BR, BY, CA, CH. 

IS, JP, KE, 
MK, MN, 



MW, 



SG, SI, SK, TJ, TM, TR, TT, 

A2, BY, KG, KZ, MD, RU, TJ, TM 

MW, SD, S2, UG, AT. BE, CH, DE, DK, ES, 

PT, SE, BF, BJ, CP, CG, CI, 



19970522 
CN, CU. CZ, 
KG, KP, KR, 
NO, N2, 



MX, 
UA, 



DE, 
KZ. 
PL, 



UG, US, UZ, 



R: AT, BE, CH, 
IE, SI, LT, 



JP 2000511898 
US 6355479 
PRIORITY APPLN. INFO. 



IT, LU, MC, NL, 
NE, SN, TD, TG 
19980105 
20000824 
20000112 
DK, ES, 
FI, RO 
20000912 
20020312 



FR, 
GA, 



GB, 
GN, 



Al 
B2 
Al 



DE, 
LV, 



T2 
Bl 



AU 1997-32103 

EP 1997-927709 
., GB, GR, IT, LI, LU, 

JP 1998-500616 
US 1999-194285 

US 1996-18175P P 

WO 1997-US8697 



19970522 

, NL, SE, MC, PT, 

19970522 
19990412 
19960523 
19970522 



The authors describe a nethod based on co-expression of selected MHC class 
II haplotypes in conjunction with one or more accessory nols. (e.g., 
B7-1) to activate CD4+ T-cells and effect 

their differentiation to Thl or Th2 subsets. Co-expression may be 
performed on solid supports, liposomes, and derivatized or transgenic cell 
lines. T-cells so activated cells may be suitable for adoptive 
immunotherapy . 
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DOCUMENT NUMBER: 
TITLE: 

COMMENT: 
AUTHOR: 

CORPORATE SOURCE: 
CONTRACT NUMBER: 



MEDLINE DUPLICATE 3 

96343863 MEDLINE 
96343863 PubMed ID: 8760806 

Differing roles for B7 and intercellular adhesion 
molecule-1 in negative selection of thyriKjcytes. 
Comment in: J Exp Med. 1996 Aug 1;184 (2) :305-9 
Kishimoto H; Cai Z; Brunmark A; Jackson H R; 
Peterson P A; Sprent J 

Department of Immunology, Scripps Research institute, 
Jolia, California 92037, USA. 
AI21487 (NIAID) 
CA25803 (NCI) 
CA38355 (NCI) 



(1996 Aug 1) 184 (2) 



SOURCE: JOURNAL OF EXPERIMENTAL MEDICINE, 

531-7. 

Journal code: 2985109R. ISSN: 0022-1007. 
PUB. COUNTRY: United States 

Journal; Article; (JOURNAL ARTICLE) 
LANGUAGE: English 
PILE SEQlENT: Priority Journals 

ENTRY MONTH: 199609 

ENTRY DATE: Entered STN: 19961008 

Last Updated on STN: 19961008 
Entered Medline: 19960923 
AB To ensure self tolerance, immature thymocytes with high binding affinity 
for self peptides linked to major histocranpatibility coaiplex (MHC) 
molecules are eliminated in situ via apoptosis (negative selection) . The 
roles of two costimulatory molecules, B7-1 and 

intercellular adhesion molecule-1 (ICAM-1), in negative selection was 

examined by studying apoptosis of T cell receptor transgenic CD4 

+8+ thymocytes cultured with specific peptides presented by MHC class 

I-transfected Drosophila cells. When coexpressed on these cells, 

B7-1 and ICAM-1 act synergist ically and cause strong 

class 1-restricted negative selection of thymocytes. When expressed 

separately, however, B7-1 and ICAM-1 display opposite 

functions: negative selection is augmented by B7-1, 

but is inhibited by ICAM-1. It is notable that B7-1 is 

expressed selectively in the thymic medulla, whereas ICAM-1 is expressed 

throughout the thymus. Because of this distribution, the differing 

functions of B7-1 and ICAM-1 may dictate the sites of 

positive and negative selection. Thus, in the cortex, the presence of 

ICAM-1, but not 37 -1, on the cortical epithelium may 

preclude or reduce negative selection and thereby promote positive 

selection. Conversely, the combined expression of B7-1 

and ICAM-1 may define the medulla as the principal site of negative 

selection. 
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=> 8 17 not cd40 
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LIO 533 L9 AND (ICAM? OR CD102 OR CDSO OR CD54) 
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•19960523' NOT A VALID FIELD CODE 

3 FILES SEARCHED. . . 
Lll 2412 LO AND PD«19960523 

=> 8 110 and pd<19960523 
'19960523' NOT A VALID FIELD CODE 

3 FILES SEARCHED... 
L12 108 LIO AND PD<19960523 

<*> dup rem 112 

PROCESSING COMPLETED FOR LI 2 

L13 53 DUP REM L12 (55 DUPLICATES REMOVED) 

=> 8 113 and (HLA (IN) dp) 

L14 1 L13 AND (HLA (IN) DP) 



=> die 114 ibib abs kwic 

L14 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2002 ACS 

ACCESSION NUMBER: 1995:871237 CAPLUS 

DOCUMENT NUMBER: 123:254544 

Regulation and function of adhesion molecule 
expression by human alveolar epithelial cells 

AUTHOR (S): Cunningham, A. C; Kirby, J. A. 

CORPORATE SOURCE: Dep. Surgery, Univ. Newcastle upon Tyne, UK 

SOURCE: Immunology (1995). 86(2), 279-86 

CODEN: IMMUAH; ISSN: 0019-2805 

DOCnJMENT TYPE: Journal 

LANGUAGE: English 

AB The role of major histocompatibility complex (MHC) and adhesion 

mol. expression by alveolar epithelium on the modulation of immune 
responses in the lung is not understood. We have developed efficient 
methods to isolate, purify and culture human alveolar epithelial cells 
(type II pneumocytes) in vitro. The expression of MHC and 
adhesion mols. by isolated, cultured and cytokine -stimulated alveolar 
epithelial cells was quantified by flow cytometry, and demonstrated the 
presence T-cell ligands including class I MHC, HLA-DR and 
HIA-DP, intracellular adhesion mol,-l (ICAM-I; 

CD54) and lyi:5>hocyte function-assocd. antigen (LFA-3; CD58) , but 
not vascular cell adhesion mol.-l (VCAM-l) (CD106) or B7 (CDSO). 
The proinflammatory cytokine interferon- .gamma. (IFN- .gamma. ) caused an 
up- regulation of class I MHC and iCAM-1. In contrast, 
tumor necrosis factor- .alpha, (TNF- .alpha. ) and interleukin-1 .beta. 
(IL-I.beta.) had little effect on the expression on these surface antigens 
by human alveolar epithelial cells. The functional activity of alveolar 
epithelial adhesion mols. was then studied by detg. their ability to bind 
allogeneic lymphocytes. An increase in lyn5>hocyte adherence to monolayers 
of alveolar epithelial cells was obsd. following in vitro activation. 
However, up-regulation of alveolar epithelial counter receptors with the 
proinflammatory cytokine -gamma, -IFN did not enhance adhesion. The 
adhesive interaction between CD18 on lytt^jhocytes and iCAM-l on 
alveolar epithelial cells was demonstrated by the use of blocking 
antibodies specific for both ligands. Blockade of LPA-3 on alveolar 
monolayers also suppressed lyn?)hocyte adherence. In conclusion, alveolar 
epithelial cells expressed MHC HLA-a,b,C, hla-dr and -DP, and 
functional adhesion mols. including iCAM-l and LFA-3. 

SO Immunology (1995), 86(2), 279-86 
CODEN) IMMUAM; ISSN: 0019-2805 

AB The role of major histocompatibility conplex (MHC) and adhesion 

mol. expression by alveolar epithelium on the modulation of immune 
responses in the lung is not understood. We have developed efficient 
methods to isolate, purify and culture human alveolar epithelial cells 
(type II pneumocytes) in vitro. The expression of MHC and 
adhesion mols. by isolated, cultured and cytokine- stimulated alveolar 
epithelial cells was quantified by flow cytometry, and demonstrated the 
presence T-cell ligands including class I MHC, HLA-DR and 
HLA-DP, intracellular adhesion mol.-l (iCAM-1; 

CD54) and lymphocyte function-assocd. antigen (LPA-3; CD58), but 

not vascular cell adhesion mol.-l (VCAM-l) (CD106) or B7 (CDSO) 

The proinflammatory cytokine interferon- .gamma, ( I FN- . gamma . ) caused an 

up- regulation of class I MHC and ICAM-l. In contrast, 

tumor necrosis factor- .alpha. (TNF- . alpha , ) and interleukin-1 .beta. 

(IL-l.beta.) had little effect on the expression on these surface antigens 

by human alveolar epithelial cells. The functional activity of alveolar 

epithelial adhesion mols. was then studied by detg. their ability to bind 

allogeneic lymphocytes. An increase in lymphocyte adherence to monolayers 



of alveolar epithelial cells was obsd. following in vitro activation. 
However, up-regulation of alveolar epithelial counter receptors with the 
proinflanKuatory cytokine .ganraa.-IFN did not enhance adhesion. The 
adhesive interaction between CD18 on lymphocytes and ICAM-I on 
alveolar epithelial cells was demonstrated by the use of blocking 
antibodies specific for both ligands. Blockade of LFA-3 on alveolar 
monolayers also suppressed lyii?)hocyte adherence. In conclusion, alveolar 
epithelial cells expressed MHC HLA-A,B,C, HIA-DR and -DP, and 
functional adhesion taols. including iCAM-1 and LFA-3. 
Histocon5)atibility antigens 

RL: MFM (Metabolic formation); BIOL (Biological study); FORM {Formation 
nonpreparative) 

(BLA-DP. regulation and function of adhesion mol. 

expression by human alveolar epithelial cells) 
Glycoproteins, specific or class 

RLt MFM {Metabolic formation); BIOL {Biological study); FORM {Formation 

nonpreparative} 

{ICAM-1 {intercellular adhesion mol. l), regulation and 

function of adhesion mol. expression by human alveolar epithelial 

cells) 
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CAPLUS COPYRIGHT 2002 ACS 
1996:357220 CAPLUS 
125:31912 

Methods for engineering antigen-presenting cells 

Tykocinski, Mark L. 

USA 

PCT Int. Appl., 64 pp. 
CODEN: PIXXD2 
Patent 
English 
1 



PATENT NO. 



KIND DATE 



APPLICATION NO. DATE 



WO 1995-US12718 19951011 



WO 9612009 A2 19960425 

WO 9612009 A3 19961010 

W: CA, JP 

RW: AT, BE, CH, DE, DK, ES, FR, GB, GR, IE, IT, LU, MC, NL, PT SE 
PRIORITY APPLN. INFO.: US 1994-324125 1994l0li 

AB A protein transfer method for producing a cell having a defined 

MHC; nominal antigen peptide or costimulator on its membrane. The 
method coii5)rises (1) first contacting the external portion of the cells 
with an externally applied artificial lipid-modif ied MHC 
polypeptide able to bind a nominal antigen peptide, and (2) second 
contacting the cells with the nominal antigen peptide so that the 
artificial lipid-modif ied mhc polypeptide binds the antigen 
peptide. Demonstrated in exan^les were prodn. of 
glycosylphosphatidylinositol -modified human class I MHC, purifn. 
°l 5J^-A2.1:GPI/.beta.2m heterodimers, cytolytic T lymphocyte recognition 
of CIR cells coated with HLA-A2.1 :GPI/.beta.2m heterodimer and 
HLA- A2.1- res trie ted peptide cotqilexes, prepn. of veto cell by protein 
transfer of an HLA-A2,l:GPT/.beta.2m peptide conplex, treatment of chronic 
,^=^i^„T^'^f^^^^2„?^^"''^''^*' hepatitis B virus-specific T cells amplified 
using HLA- A2.1:GPI: hepatitis B virus peptide -coated dendritic cells, and a 
functional artificial GPI -modified costimulator (B7-1 
:GPI) . 
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Transfected Drosophila cells as a probe for defining 
the minimal requirements for stimulating unprimed CDa+ 
T cells 

Cai, 2eling; Brunmark, Anders; Jackson, Michael R.; 
Loh, Dennis; Peterson, Per A.; Sprent, Jonathan 
Dep. Immunol., Scripps Res. Inst., La Jolla, CA, 
92037, USA 

Proceedings of the National Academy of Sciences of the 
United States of America (1996), 93(25), 
14736-14741 

CODEN: PNASA6; ISSN: 0027-8424 
National Academy of Sciences 
Journal 
English 

t^^^io?™°,-°^ "^^r antigen-presenting cells (APC) is thought 

different signals: signal one results from T-cell 
receptor (TCR) recognition of antigenic peptides bound to major 
histocompatibility complex (mhc) mols., whereas signal two 
reflects contact with one or more costimulatory mols. The requirements 
for stimulating naive T cells were studied with MHC class 
I-restricted CD8+ T cells from a T-cell receptor transgenic line, with 
defined peptides as antigen and transfected Drosophila cells as APC 
Three main findings are reported. First, stimulation of naive T cells via 
signal one alone (mhc plus peptide) was essentially 
noninnninogenic; thus T cells cultured with peptides presented by 
imc class I -transfected Drosophila APC lacking costimulatory mols. 
showed little or no change in their surface phenotype. Second 
cot rans feet ion of two costimulatory mols., B7-1 and 
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intercellular adhesion mol. l (ICJUJ-I) . converted class 1+ 

Drosophiia cells to potent APC capable of inducing strong T-proliferative 

responses and cytokine Unterleukin 2) prodn. Third, B7- 

1 and IC&M-I acted synergistically, indicating that 

signal two is cootplex; synergy between B7-1 and 

ICiM-l varied from cnoderate to extreme and was influenced by both 
the dose and affinity of the peptide used and the parameter of T-cell 
activation studied. Trans fected Drosophiia cells are thus a useful tool 
for examg. the minimal APC requirements for naive T cells. 
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Phenotypic changes in Langerhans' cells after 
infection with arboviruses: a role in the iinmine 
response to epidermally acquired viral infection? 

AU7H0R{S)i Johnston, Linda J.; Halliday, Gary H.; King. Nicholas 

J. C. 

CORPORATE SOURCE: Dep. Pathol. Med., Univ. Sydney, Sydney, 2006, 

Australia 

SOURCE: J. Virol- (1996), 70<7>, 4761-4766 

CODEN: JOVIAM; ISSN: 0022-538X 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The role of Langerhans cells (LC) in the initiation of an immune response 
to a viral infection remains unclear. In vivo epidermal infection with 
the arboviruses West Nile virus and Semliki Forest virus significantly 
increased the expression of major histoconpatibility cranplex class II 
antigens, CD54, and CD80 on LC. Thus, during an 

epidermally acquired viral infection, local LC appear to mature to a 
phenotype approximating that of lymphoid dendritic cells. This change may 
be iti?»ortant in the activation of naive T cells and the subsequent 
clearance of viral infection. 
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TITLE: CD80 (B7.1) and 

CD54 {intracellular adhesion molecule- 1) 

induce target cell susceptibility to promiscuous 

cytotoxic T cell lysis 

AUTKOR(S): Nishio, Makoto; Spielman, Julie; Lee, Richard K.- 

Nelson, Debra L.; Podack, Eckhard R. 

CORPORATE SOURCE: Dep. Microbiol. Immunol., Univ. Miami Sch. Med,, 

Miami, PL, 33136, USA 

SOURCE: J. Imnamol. (1996), 157(10), 4347-4353 

CODEN: J0IMA3; ISSN: 0022-1767 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

AB Overexpression of B7 and intracellular adhesion mol.-l (ICAM-I) 
on syngeneic cells triggered MHC-unrestricted lysis by 
MHC- restricted CDS+ CTL without TCR/CD3 engagement. Both CD28/B7 
and LFA-l/lCAM-1 interactions were required for MHC 

-nonrestricted cytotoxicity. Cytotoxicity was measured in 4-h and 16- to 
18 -h cytotoxicity assays. B7-ICAM-1 overexpression triggered 
perforin- and Fas ligand- media ted lysis, while TNF-. alpha, was not 
elicited in KHC-unrestricted cytotoxicity. These results 
suggest that target cells may elicit MHC-unrestricted lysis frran 
CTL through up -regulation of membrane adherence and costimulatorv 
receptors , ^ 
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Intercellular adhesion molecule-1 is necessary but not 

sufficient to activate CD4+ T cells. 

Discovery of a novel costimulator on kidney tubule 

cells 

AUTHOR(S): Hagerty, David T. 

CORPORATE SOURCE: Dep. Med. Pathol,, Washington Univ, Sch. Med., St 

Louis, MO, 63110, USA 
SOURCE: J. Immunol. (1996), 156(10), 3652-3659 

CODEN: J0IMA3; ISSN: 0022-1767 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Kidney tubule cells (KTC) are targets of T lyn5)hocyte injury during 

allograft rejection and interstitial nephritis. KTC process and present 

self- and foreign Ags for immune recognition by CD4+ T cells in 

vivo and in vitro. However, it is not known whether KTC can provide the 

costimulatory signal required to fully activate CD4+ T cells. 

Using the MRL/Mpj fas .Itbbrac.lpr .rtbbrac. model of lupus interstitial 

nephritis, we found that KTC did not express the costimulators B7 

-1 or B7-2. Nevertheless, KTC from both normal and systemically 

infected mice provided non-B7 costimulation to splenic CD4+ T 

cells. T cell proliferation was blocked by mAbs binding intercellular 

adhesion moi.-i (iCAM-1) but not by mAb or fusion proteins 

binding B7-1, B7-2, heat-stable Ag, or vascular cell 

adhesion mol.-l. importantly, iCAM-1 expression was necessary 

but not sufficient to provide costimulation. The transformed KTC line 

D3.B7- expressed high levels of ICAM-I but did not provide 

costimalation. Interestingly, KTC provided costimulation to splenic T 

cells but not to a Thl clone. These results show that freshly isolated 

KTC can provide non-B7 costimulation to splenic T cells via an 

unidentified costimulator and ICAM-I. Furthermore, these expts. 

demonstrate the complex nature of T cell activation and show that at least 

tor splenic T cells, three or more signals may be required for full 

activation on live APC. 
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Naive and effector CD4 T cells differ in 
their requirements for T cell receptor versus 
costimulatory signals 

iJS^niSi* « _ Dubey, Caroline; Croft, Michael; Swain, Susan L. 

Sfr^^^ Hospital Broussaia, INSERM Unit 430, P^ris, Pr 

SOURCE: J, Immunol. (1996), 1S7{8), 3280-3289 

r^^^ CODEN: JOIMA3; ISSN: 0022-1767 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

^ '^t ^^""^ ™ "l^s an<3 vitro-derived Thl and 

T112 effectors from TCR transgenic mice to investigate the requirements of 
the subsets for TCR signaling and interactions with accessory mols 



Peptide antigens (Ag) and icmobilized anti-CD3 were used to provide 
different TCR signals. Anti-a>28 Ab or a panel of class II* fibroblasts 
expressing no accessory ools. or expressing intracellular adhesion mol.-i 
B7-1, or both tools., were used as APC or accessory cells 
(AC) , An efficient naive T cell resjKinse required a strong TCR signal 
(high dose anti-CD3 or peptide) and high levels of nmltiple synergizinq 
costimilatory signals, while effector cells responded efficiently to 
anti-CD3 alone. Addn. of AC only slightly augmented the effector 
responses. Effectors responded to lower doses of peptide than naive 
cells. However, when peptide -pulsed APC were used to stimulate effectors 
requirenents varied with the cytokine measured. The prodn. of did ' 

not require accessory mole, on APC. IL-2 prodn. required interacting APC 
to express accessory mole., but was little augmented by AC not presenting 
Ag suggesting a requirement for noncostimulatory interactions. 
Proliferation of effectors closely paralleled IL-2 prodn. Prodn, of 
IFN-. gamma, was intermediate in dependence on accessory mols., and prodn. 
of IL-5 was nearly as dependent as IL-2. -mese results establish major 
differences between the induction of naive and effector responses and 
document differential requirements for the induction of distinct 
cytokines, indicating that different cytokines may be produced dependinq 
on the context of effector restimulation. aepenaing 
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^^"^^ Rapid induction of tumor necrosis factor cytotoxicity 

in naive splenic T cells by simultaneous CD80 

(87. 1) and CD54 ( 

ICAM-1) co-Stimulation 
Aj^RfS) : Nishio, Makoto; Podack, Eckhard R. 

CORPORATE SOURCE. Dep. Microbiology Immunology, Univ. Miami School 

Medicine, Miami, fl, USA 
SOURCE; Eur. J. Immunol. (1996). 26(9), 2160-2164 

Tw^™™ ^ CODBN: EJIMAF; ISSN: 0014-2980 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
AB The CO- express ion of B7.1 CCD80) and 

intercellular adhesion mol. (ICMS)-I (CD54} on tumor 

cells can induce tumor immunity and imraunol, memory, we show here that 
the non- immunogenic tumor lines Lewis lung carcinoma and B16P10 melanoma 
co-transfected with B7.1 and iCAM-1, induced iiie±^oma. 
cytotoxic levels of membrane tumor necrosis factor (TNF) on naive 
syngeneic T cells within 24 h. Membrane TNF expression, primarily on 
CD4 cells, was responsible for tumor cell lysis by naive spleen 
cells and could be coii5)letely abolished by anti-TNF antiserum. It is 
?n^?h! ^''''^"^ induction of TNF cytotoxicity may be important 

in the establishment of tumor immunity. ^w*«.aiiu 
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"^^^^ T-T cellular interaction between CD4-CD8- 

regulatory T cells and T cell clones presenting TCR 
peptide. Its implications for TCR vaccination against 
ATrmnprc\ experimental autoimmune encephalomyelitis 

AUTHOR(S): Kozovska, Milena F.; Yamamura, Takashi; Tabira 

Takeshi 

CORPORATE SOURCE: Dep. Demyelinating Dis. Aging, Natl. Cent. Neurol. 

Psychiatry, Kodaira, Japan 
SOURCE: J. Immunol. (1996), 157(4), 1781-1790 
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DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Regulatory T cells recognizing TCR determinants presumably play a crit 
Me!, the control of exptl. autoimmune encephalomyelitis, a prototype 

^^^^""^^J autoimmune disease. This study was initiated to det 
whether regulatory T cells can be induced against a V.beta.l7a CDR2 
peptide (residues 50-68) in SJL/J mice. Although the TCR peptide showed 
regulatory effects in vivo, the presence of T cilis specific for the 
peptide could not be proven with conventional proliferation assays. 
cefS^f^^^J^^i" presence of myelin basic protein-specific T clone 
cells (Tec) , the sensitized spleen cells vigorously proliferated in 
due''?o'^h^°nn?«^^^•P^P''^\.,?^^ subsequent expt. showed that this was 
n^n^l „ " capability of the Tec as APC for the exogenous TCR 

S E i cn^?? ^« APC, the authors were able to establish 

V^beta.l7a50-68-specific T cell lines from in vivo primed spleen cells. 
The line cells were MHO class I restricted and dominated by T 
cells with a distinct surface phenotype (CD4-CD8-V.beta. 17a+) 
Presentation of the peptide by the Tec was inhibited by treatiJient with 
gelonin that could block a mhc class I presentation pathway. 

J*^-? to present the TCR peptide was not related to their 

Ag specificity, but correlated with the expression levels of mhc 
fi7 ^Is. such as intercellular adhesion mol.-l and 

B7-1 on their surface. The TCR peptide- specific T cells 
produced a sol. mediator (s) that is inhibitory for T cell activation and 
were protective against actively induced exptl. autoimmune 
encephalomyelitis. These results show that V.beta.l7a50-68 vaccination 
induces regulatory CD4-CD8- T cells that could interact with 
ceils presenting relevant TCR fragments. 
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vivo blockade of TNF-. alpha, by intravenous 
infusion of a chimeric monoclonal TNP-. alpha, antibody 
in patients with rheumatoid arthritis. Short term 
cellular and molecular effects 

AUTHOR(S): Jf""^' Hanns-Martin; Antoni. Christian; Valerius, 

Thomas; Repp, Roland; Gruenke, Mathias; Schwerdtner 
R^^^et ^[J®^^^®^'*' Hubert; Woody, Jim; Kalden, Joachim 

CORPORATE SOURCE: Dep.^^nternal Medicine, Univ. Erlangen -Nuremberg 

cmmr^ Erlangen, Germany 

SOURCE: J. Immunol. (1996), 156(4). 1646-53 

DOCUMENT TYPE: SSS^l'^'*^'' 
LANGUAGE: English 

^ Sr.n?w*'^-"^?^K?*'^S; °^ ^' «Pe«^ific treatment is not available. 
tl^vl^l' J"4^<i^if-l>linded, placebo- controlled clin. trial, in vivo 
blockade of TNP-. alpha, by a single infusion of a chimeric 
TNF-. alpha. -blocking mAb, cA2, has proven to be highly effective in the 
treatment of RA. In parallel to this trial, the authors tested the 
consequences of cA2 infusion in ex vivo and in vitro e^^ts ?n thL 



paper, the authors describe an increase in CD4+ and CDS+ T 
lyii?)htK:ryte counts on day X and a marked decrease in monocyte counts 
preferentially on day 7 after cA2 treatment, without major changes in B 
lynqphocyte or NK cell counts. In addn., the authors found an increased 
resfKmsiveness of PBMC to CD28 mAb/FMA, but not to CD2 mftb, superantigen 
staphylococcus enterotoxin B, or PHA on day 1 after infusion. Hie 
increase in DNA synthesis of PBMC vas paralleled by increased IL-2 mRKA 
and IL-4 mHNA expression and IL-2 protein secretion in culture 
supematants after in vitro stimulation of PBMC with CD28 mAb/PMA. In 
PBMC, the authors did not find any significant changes in mRNA or protein 
expression of CD28 Ag or CD28 ligands, B7-1 and B7-2. 
Serum concns. of IL-l.beta., lL-6, and sol. CD14 were significantly 
diminished after in vivo TNP-. alpha, blockade. The authors did not see 
relevant changes in granulcKyte function in vitro after cA2 infusion. 
Finally, the authors obsd. a statistically significant decrease in sICAM-l 
tools, in the serum of patients treated with serum cocqiared with that in 
the serum of subjects given placebo. Hiis change in sICAM-1 concn. was 
evident on days 1 and 7 after the infusion of 10 og/kg cA2, whereas it 
occurred only on day 7 in the serum of patients treated with the low dose 
{1 mg/kg) of cA2. 
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T^TIiE: Expression of costinailatory molecules in human leukemias. 

AUTHOR (S): Hirano, N.; Takahashi, T.; Takahashi, T.; Ohtake, S.; 

Hirashima, K.; Emi, N.; Saito, K.; Hirano, M.,- Shinohara, 

K.; Takeuchi, M,; Taketazu, F.; Tsuncxia, S.; Ogura, M.; 
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1163-1176. 

ISSN; 0887-6924. 
DOCUMENT TYPE: Article 
LANGUAGE: English 

AB In order to determine the indication of 37 (B7-1 and 

B7-2) molecules -mediated immuno-gene therapy for human leukemias, we 
investigated 94 hxjman leukemic sanples for the expression of MHC 
molecules required for tumor antigen- specif ic signals and of b7- 
1, B7-2, and lCAH-1 molecules required for non-specific 
costimulatory signals. All san^les were strongly positive for MHC 
class I and 84% for class II antigen. B7-1, B7-2 and 
ICAM-1 were expressed in 5%, 22% and 16% of the total cases, 
respectively. Especially in 54 AML saiiples, B7-1 was 

only expressed in one case, while 87 -2 was detected in as many as IS cases 
(28%). We have also examined 13 human myelo/monocytic cell lines for the 
expression of class II and costimulatory molecules and found that 
significant expression of costintulatory nrolecules was induced in human 
leukemic cells by some suitable drugs, among which interferon -gamma 
(iFN-gamraa) was the most potent inducer. Our results indicate that when 
the B7 -mediated immuno-gene therapy was applied to human leukemias, 
especially to AML, B7-1 was rather preferable to B7-2 
in that the latter was more widely expressed on human leukemic cells. 
Furthermore, since gene- transfer systems occasionally accoinpany serious 
problems, it should be taken into account that costimulatory molecules on 
human myelo/monocytic leukemic cells could be induced ex vivo without the 
introduction of exogenous genes. 
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"^^■^2- Specific acceptance of cardiac allografts after 

treatment with antibodies to CD80 and CDS 6 
in mice 

AUTHOR(S): Bashuda, H.; Seino, K.; Kano, «.; Sato, K.; Azuma, M.; 

Yagita, H.; Okumura, K. 
CORPORATE SOURCE: School Medicine, Juntendo University, Tokyo, 113, 

Japan 

SOURCE: Transplant. Proc. (1996), 28(2), 1039-1041 

CODEN: TRPPA8; ISSN: 0041-1345 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB Recent studies have demonstrated that administration of monoclonal 
antibodies to some intercellular adhesion mols., such as LFA-l/ 
ICAM-1, CD2/CD48, or VLA-4/VCAM-1, led to an indefinite 
allograft survival. In this study, the authors show that treatment with 
ant i - CDS 0 /CDS 6 MAbs could induce allospecific tolerance in a 
murine cardiac transplantation model, 
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T^^"^^-' Availability of autologous antigen presenting cells for 

peptide vaccine therapy. 
AUTHOR: Yamasaki S. 

CORPORATE SOURCE: First Department of Surgery, Kyoto University, 54 

Kawara-cho,Sakyo-ku, Kyoto 606, Japan 
SOURCE: Biotherapy, (1996) 10/5 (765-767). 

ISSNi 0914-2223 CODEN: BITPE 
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DOCUMENT TYPE: Journal; Conference Article 
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AB We show that a population of cells, derived from the nonocyte/macrophage 
lineage from peripheral blood and grown in granulocyte/macrophage -colony - 
stimulating factor, exhibits many essential characteristics of 
professional APC (dendritic type morphology with high levels of 
MHC class I and II molecules, C Dllb, CD54 and 

CD80 molecules) . These cells have a strong co stimulatory function 
with TCR- stimulated T lyii?)hocytes and area capable of efficiently 
presenting the nonapeptide (EADPTGH-SY) , encoded by the melanoma antigen 
MAGE -1 gene, to the MAGE- 1- specific CTL clone 82/30. These results suggest 
that this type of autologous ex vivo cultured APC, when pulsed with the 
relevant CTL- determined peptide, can serve as a novel type of candidate 
vaccine for active specific immunization. 
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'^^'^^^ Development and characterization of a novel monoclonal 



antibody (mNI-11) that induces cell adhesion of the 

^^-stimulated human monocyte-like cell line U937 
AimiOR<S) t IkewaXi, Nobunao; Inoko, Hidetoshi 

CORPOHATB S<^CE: Dep. of Micribiology, Tokai University School of 
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SOURCE* J. Leukocyte Biol, (X996), 59(5), 697-708 
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AB A [iionoclonal IgGl antibody (mAb) , designated mNI-ll, was produced by 

imnamizing mice with the lipopoly saccharide (LPS) -stimulated monocyte-like 
cell line U937. The reactivity of mNI-ll was tested by the indirect 
i™nofluorescence method. The antigen defined by mNI-ll was expressed on 
U937 cells, LPS- stimulated U937 cells, normal CD14+ cells 
{monocytes/macrophages) , and human umbilical vein endothelial cells 
(HUVECs). Expression of the antigen defined by mNI-ll on HUVECs slightly 
increased in response to exposure to tumor necrosis factor- .alpha. 
{TNF-. alpha.) and phorlrol myrietate acetate (PMA) . when the reactivity of 
raNI-U and mAbs binding human differentiation antigens such as CDlla. 
CDllb, CDllc, CD14, CD16, CD18, CD23 , CD28, CD29, CD31. CD43 
a>44, CD45SA, CD49d, CDSO, 

CD54, CD58. CDSO, CD103, CD106, HLA-class I, 

or HLA-class II antigen was caapAxed, no mNI-ll reactivity resembling that 
of these mAbs was found. MNi-ii markedly induced homotypic cell 
aggregation of U937 cells when they were stimulated with LPS. The 
mNI-ll- induced aggregation of LPS-stimulated U937 cells, referred to as 
LPS-U937 cells, required neither Pc receptor engagement nor crossl inking 
of the antigen defined by mNI-ll because aggregation was induced by both 
Ptab')2 fragments and monovalent F(ab*) fragments of MNI-ll. The 
inNI -11- induced aggregation was blocked by the addn. of EEtta, and also when 
incubated at 4. degree.. MAbs to CDlla/CD18 (lynqjhocyte- function assocd. 
antigen-1; LPA-1) and 0)54 (intercellular adhesion mol.-l; 
iCAM-1) completely blocked the LPS-U937 cell aggregation induced 
by mNI-ll. The LPS-U937 cell aggregation induced by mNI-ll was partially 
but not conq)letely blocked by the protein kinase C inhibitors sphingosine 
and H-7, and was conpletely blocked by the protein- tyrosine kinase 
inhibitor genistein. Interestingly, mNl-ll markedly promoted LPS-U937 
cell adhesion to HUVECs. The mNl-ll induced LPS-U937 cell adhesion to 
HUVECs was not reduced in the presence of LFA-l (CDlla/CD18) or 
ICAM-1 (CDS4) mAbs. LPS-U937 cells, whether treated 
with mNI-ll or not, sufficiently adhered to the extracellular matrix 
protein fibronectin, but not to laminin or collagen type I. However 
mNI-ll did not markedly promote LPS-U937 cell adhesion to fibronectin. 
Adhesion of LPS-U937 cells treated with mNl-ll to fibronectin was 
completely blocked by CD29 (.beta, chain of very late antigens) mAb. The 
surface antigen recognized by mNI-ll had a mol. size of .apprx.97 kDa 
under non- reducing conditions and .apprx.ll7 kDa under reducing 
conditions, as detd. by immunoblotting anal. The authors found that 
mNI-ll recognizes an adhesion -assocd. mol. distinct from any previously 
reported in terms of its pattern of cellular distribution and mol. wt. 
and also found that mNI-ll has activity which induces cell 
adhesion/aggregation of U937 cells when stimulated with LPS. 
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Imrttunogenicity of biliary epithelium: Investigation of 

antigen presentation to CD4+T cells 
AUTHOR(S}: Leon, Maria P.; Bassendine, Margaret P.; Wilson, Julia 
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AB The intrahepatic biliary epithelium is susceptible to extensive 
T-cell-mediated damage during primary biliary cirrhosis, primary 
sclerosing cholangitis, and hepatic allograft rejection. During these 
processes, human intrahepatic biliary epithelial cells (HIBEC) become 
activated and express high levels of the lyn5>hocyte adhesion mols., 
intercellular adhesion mol . -1 (lCAM-1) and lyn^jhocyte- assocd. 
antigen (LPA)-3, and of class II MHC antigens. It follows that 
activated HIBEC may also play a direct role in the activation of 
antigen- specific CD4+ T lyn^jhocytes . The capacity of class ri 
MHC antigen-expressing HIBEC to present antigen and induce 
specific proliferation of CD4+ T cells was examd. in this study. 
Lines of purified HIBEC were activated by culture with the proinflammatory 
cytokines interferon gamma (IFN- .gamma. ) and tumor necrosis factor .alpha 
and were mixed in coculture with allogeneic CD4+ T cells. The 

between these cells was assessed by measurement of 
lymphoproliferation and IL-2 prodn. Class II MHC 

antigen-expressing HIBEC failed to induce either lyn?)hoproliferation or 
IL-2 prodn. However, both of these parameters of T-cell activation were 
^2!: in ^ocultures when a costiraulation signal was delivered to T cells by 
adding bivalent anti-CD28 antibodies. The antigen- specif ic activation of 
these T cells was further enhanced by the addn, of a crossl inking 
secondary antibody that caused CD28 receptor aggregation. The failure of 
cytokine-stimulated HIBEC to induce T-cell activation is consistent with 
the observation that HIBEC do not express the costimulatory CD28 ligands 
B7-1 or B7-2 at either mRNA or protein levels. It may 

be concluded that HIBEC are unlikely to play a direct role in activation 
of antigen- specific CD4+ T lyn^jhocytes within the inflamed 
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^^"^^ Differing roles for B7 and intercellular adhesion 

Airmnp/ci molecule- 1 in negative selection of thymocytes 

AUTHOR(S). Kishimoto, Hidehiro; Cai, Zeling; Bninmark, Anders; 

Jackson, Michael R.; Peterson, Per A.; Sprent 

Jonathan 

CORPORATE SOURCE: Dep. Immunol., Scripps Res. Inst., La Jolla CA 

92037., USA 

SOURCE: J. Exp. Med. (1996), 184(2), 531-537 

r^^^ CODEN: JHIEAV; ISSN: 0022-1007 

DOCUMENT TYPE: Journal 
LANGUAGE: English 

^ Ior^«^?^^^^^''°^?•^*'^ ^^^ure thymocytes with high binding affinity 
for self peptides linked to major histocompatibility cotrolex (MHC 
) mols. are eliminated in situ via apoptosis (neg. selection). The roles 



of two coatimulatory mole., B7-1 and intercellular 

adhesion inol.-i (icws-lt, in neg. selection was examd. by 

Btudyuig apoptosie of T cell receptor transgenic CD4+8* 

thymocytes cultured with specific peptides presented by HHC 

class I-transfected Drosophila cells. When coe3q)re5Bed on these cells. 

B7-1 and iCAU-1 act synergist ically and cause 

strong class I -restricted neg. selection of thymocytes. When eroressed 

Sep., however. B7-1 and ICM-I display c^fessea 

opposite functions t neg. selection is augmented by B7-X 

, but is inhibited by lCMI-1. It is notable that B7- 

1 18 expressed selectively in the thymic medulla, whereas 

ICMl-1 16 expressed throughout the thymus. Because of this 

distribution, the differing functions of B7-1 and 

ICAM-1 may dictate the sites of pos. and neg. selection. -Oius. in 

the cortex, the presence of lCAM-1, but not B7- 

1, on the cortical epithelium may preclude or reduce neg 

selection and thereby promote pos. selection. Conversely, the combined 

expression of B7-1 and ICAM-l may define the «^i«ca 

medulla as the principal site of neg. selection, 

xiL^J"^^ °^ COPYRIOrr 2002 BIOLOGICAL ABSTRACTS INC 
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MHC Class II -mediated antigen presentation by 

TOlanoma cells. 

Aimioa(S): Brady, Mary S. (1); Eckels. David D.; Ree, Sophia Y * 

Schultheiss, Kim E.; Lee. Janet S. 
CORPOHATE SOURCE: (1) Memorial Sloan-Kettering Cancer Cent.. 1275 York 

Avenue, New York, NY 10021 USA 

"??^f?f\°5 Iinmmotherapy with Emphasis on Tumor Immunology, 

(1996) Vol. 19, No. 6, pp. 387-397, 

ISSN: 1067-5582. 
DOCUMENT TYPE: Article 
LANGUAGE : English 

AB Constitutive expression of major histoconpatibility coamlex {MHC 
J class II molecules is normally restricted to professional 
antigen-presenting cells (APCs) of the immune system, although it also 
occurs frequently m melanoma. Clinical evidence suggesting that 
HHC class II expression by melanoma is associated with tumor 
progression led ue to postulate a role for MHC class I I -mediated 

in this disease. First, we investigated whether 
Zlt^^jUn derived from metastases can process antigen and/or present 
peptide VI MHC class II molecules to a peptide-specif ic 
CD4+ T-cell clone. In all cell lines tested, melanoma cells were 
able to process antigen and present peptide efficiently to a>i* 
T cells, resulting in T-cell proliferation increased 5-26-fold over 
controls. Next, we found that CD28-mediated costimulation was not 
required, because blocking with CTLA4Ig had no effect on the T-cell 

^^s^?rzM°1f^''^^^?^i^°^ T ^ "^^^ contrast, blocking 

CD54 (ICAM-l) resulted in a decrease in proliferation in 

H^^S^o^ 1° lu^t^^^ presentation by melanoma but not B cells. These data 
demonstrate that MHC class II molecules on melanoma cells are 
functional and that antigen-processing pathways are intact. In addition 
SunoSI!^ ^ ^ significant role in peptide presentation by 
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New insights into tumor-host interactions in lymphoma 

metastasis 

AUTHOR {S) : Umansky, v.; Schirrmacher V • Rocha m 

CORPO«ATE SOURCE: Div. cLluUr InnnunolS^^G^n^an c^ie^' Research 

cnim/^B. Center, Heidelberg, D- 69120, Germany 

J. Mol. Med. (Berlin) (1996). 74(7), 353-363 

CODENi JMLME8; ISSN: 0946-2716 
DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

^ w^^r^r-"'*"- °" ""^^ interactions of metastasized tumor cells 

with their microenvironment in target organs. The recent literature and 
own data about the expression of costiamlatory (bhc cJass iJ'^"*^"^^ 
CD80, sialoadhesin) and adhesion (LFA-1, iCAM-1 VLA-4) 

^^nitrL^n^^H^K^^ """"^^ ""^^^^ host 'cells and about the prodn. 

nLni«a^f ^- ^^""V activated Kupffer and endothelial cells in the 

process of liver metastasis are reviewed and discussed. 
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Cultured human Langerhans- cells are superior to fresh 
cells at presenting native HIV-l protein antigens to 

airruno/c. specific CD4+ T-cell lines 

AU-iMOR(S): Girolomoni, G.; Valle, M. T.; Zacchi. V.; Costa, M. 

o^B^T,.™ Giannetti, A.; Manca, F, 

CORPORATE SOURCE: Istituto Dermopatico dell ' Immunacolata, IRCCS Rome 

Italy 

SOURCE: Immunology (1996), 87(2), 310-16 
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DOCUMENT TYPE: Journal 

LANGUAGE: English 

^IJin^""* Langerhans- cells (CLC) exhibit enhanced antigen-presenting 
l^iltl^ coiipared to freshly isolated LC (FLC) , but they are com^^ly 
^^d C^? lroi"nn™t^"^ processing intact proteins. In this sLdy. 
fZi" ^ normal, human immunodeficiency virus (HIV) seroneq 

volunteers were conqpared for their ability to present the HlV-^ en^elope 

Ipec??^rSJ.^'ceiri""""^T'"^P'^"^ -^^5^- autSs. 

t^l i^ Epidermal cell suspensions enriched 

for LC were prepd. from suction blister roofs. PLC stimulated T cells at 
lower antigen concns. compared to unf ractionated peripheral blood 

™Sror':iJLiT'' • ^ ""^^ ^^^"^ °' - per cell ^is than 

PLC, PBMC or adherent monocytes at presenting native gpl20 native oSfi or 

t^°!rj^ ^^^l^^l ^ also ««>re efficient tSS ?Lc or pLc L 

terms of the amt. of antigen required for T-cell activation Chloroouine 
and leupeptin inhibited presentation of intact p66 bufnot'of^ ^ 
iS?^?^' ■^^P'^'^' ^ indicating th^t Sotrcells 

acid^fL^ioH^S""^''"^ mechanisms that are based In intracellular 
^n^fi^' protease activity, incubation of CLC with monoclonal 

antibodies against HLA-DR, CDllb. CD18, CD50 CDS4 «wnocj.onai 
CD58 or CD80. but not anti-major histocoo^^atibility complex 
ll llrl^^'^T^^' ^^i*>ited antigen-specific T-cell proUf "at ion 
nrJ^^^^H*^""^^^- c?nclude that human CLC retain the abiUty to 
process and present protein antigens potently to CD4+ T cells 
Tims, have the capacity to participate aJtive™in tSe generation and 



maintenance of T-belper cell imnunity to viral antigens during HIV-1 
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Regulation of Langerhans cell function via blood borne 

factor (s. 

AimiOR(S): xie. yong; Streilein, j. Wayne (1) 

CORPORATE SOURCE. (1) i^p. Dermatol.. Harvard Med. Sch., 20 Staniford St 
Boston, MA 02114 USA 

Journal of Dermat ©logical Science, (1996) Vol. 12 No 3 

pp. 263-274. 

ISSN: 0923-1811. 
DOCUMENT TYPE; Article 
LANGUAGE: English 

^ itSf?!*^^ ""ti^^ epidermal dendritic cells that are functionally 

^^i"^*^ "^^^y activate allogeneic T cells, b^t 

they are incapable of activating autologous T cells; and even when pulsed 
fJi aS ""'^""•^^ ^«^i3en-specific T ceUs^ JS^n 

.^^r^ ifT ^ ^'^ presence of keratinocytes. LC swiftly 

up-regulate surface expression of class I and II UHC molecules 
and express de novo the co- stimulatory molecules B7 and ICAM-l' 

displaying enhanced ability to activate allogeneic T cells, 
^ ^""^ novel functional property of activating autologou; 

T cells. It IS believed that fceratinocyte-derived Q«-CSF is the primary 
driving force responsible for the conversion of fresh to cultured LC in 
o^ svste^M^fiii'' administration of ©(-CSP, either intracutaneously 

?n fr^teraatically, fails to induce LC to undergo functional transformation 

• • *'°«°Y«^' Jj^spite a high level of Qi-CSF in the circulatio^fJ:? 
from mice bearing OJ-CSP- producing tumors display no ability to acti;ate 
syngeneic T cells. These observations suggest that a homeosLatic factor 
that antagonizes the effect of GM-CSF may be present in vivo. To test this 
possibility, we have examined the functional properties ot ^ prepl?ed 
llT.'^T.t^ that had been explanted in vitro for 3 days. We fo^d that 

^^ocf f rT^\f''^ Phenotypic features of these cells closely resembled 
those of LC cultured in single cell suspension: the cells strongly 
expressed B7-1 and B7-2, and displayed enhanced 
expression of class II mhc molecules; they readily activated 
Trllt fniH^'^T strikingly, when explants or suspensions of 

P^i cultured in the presence of 10% mouse serum 

they failed to acquire syngeneic T cell activating properties; and surface 
up-regulation of la and de novo expression of B7 was iShibUei. however 
the cultured cells still expressed surface la and readily activated 

n i'P^.ilfJ'^^lt "^rS^i-^-," ^"^^ <i^rin9 the last 24 

«hM?^l^H k' ^ displayed full functional transformation Human. 

inhibitory effect on nrause LC. Our data 
noPM*.« nL'^^ ^^'^^ contains a factor (or factors) that inhibits, in 
a species-specific manner, epidermal LC from undergoing functional 

■f?2s^°'^niMoi^r"'''°' ""^^^ maintain epidermal LC in the 

tresh' functional program in vivo. 
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"^^"^^^ Antigen-presenting-cell function of interferon 

Airmnpfci -gamna. -treated human gingival fibroblasts 

CORTO^^e'source Shimabukuro. Yoshio; Murakami. Shinya; Okada. Hiroehi 

soS^?^ SOURCE: Faculty Dentistry, Osaka University, Suita, 565. Japan 

J- Periodontal Res, (1996). 31(3). 217-228 

CODEN: JPDRAY; ISSN: 0022-3484 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

^ T^S^?''!^^"*'.^''"*^^' carried out to examine the antigen-presenting cell 
™ L^r''°Sf ^^"9^^^' fibroblasts (HGF) eliciLd with ^ 

™«s^;'.nH °^ «^^.«ith IFN.gamma. clearly induced HLA-DR 

?Si ?f^n irt expression of intercellular adhesion mol.-l ( 

ICAM-l) on HGP. Despite the phenotypical resemblance of 
Jr^'S"^';-^"''!'? ^° so-called APC, HLA-DR pos. HGF were unable to 
induce proliferation of allo-reactive peripheral blood T cells (PBT) 
isolated from different donors. The failure of IFN.gamma. -treated HGF to 
stimulate unprimed allo-reactive PBT was not due to ?he lack of pro^ It 

immunosuppressive effect of PGE2 from HGF. The fact that 
detectable expression of CD80. ligand for CD28. was not found on 
fS^;??^A;*'Srf ™ ^"^'^ P^^*^ ^^i^" the ineffective 

nrn?^Ffv.?- V° Interestingly. IFN.gamma. -treated HGF induced 

proliferation of primed allo-reactive CD4+ T cells in a HLA-DR 
fh????!"^ manner suggesting that IFN.gamma . -treated HGP may have the • 

Sieis^of°i™'^^'* ^JS^^^''^^^^*" '^^^'^ confirmed that high 

detectable in inflamed gingival tissue, 
concluded from this study that HGF are incapable of 
anfrnniT^i^ presenting antigenic peptides to autologous T cells bearing 

T ""^ii ««ptors, present results suggest that HGF may be 
hIp^! locally- secreted IFN.gamma. and that the IFN.gamma . -stimulated 
peri^L^al^LIoi:.'" regulating i^^e responsiveness i^ inf lannnatory 
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Interferon -.gamma, and tumor necrosis factor- .alpha . 

treatment of ex vivo human carcinoma cells potentiates 
AUTHOPfqi , ^rt'^ interaction with allogeneic lyii?)hocytes 

AUTHOR(S): vanky. Parkas; Rising, Christina; Sjoewall, Kerstin- 

Larsson. Barbro; Klein. Eva 
CORPORATE SOURCE: Microbiology and Tumor Biology Center, Karolinska 

Inst., Stockholm, S-171 77, Swed. 

Interferon Cytokine Res. (1996), 16(3). 
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DOCUMENT TYPE: Journal 
LANGUAGE: English 

^ Inf^^'^^^^^'^^l''^.^ ''^Y** "^^i'^™^ ^ sarcoma cells to IFN-. gamma, 
and TOP-. alpha, induced or elevated to detectable levels the surface 
expression of MHC class I, class II, and lCAM-1 ( surrace 
CD54), but only rarely the B7 (CD80) mols. The 

Sl^^?5;iJ^f*^ """^f interacted more efficiently with allogeneic 

ce?S 'Thina«%^^^^'*'? '/^ con,>ared with unt«atld 

Snir^h^^^/ induction of DNA synthesis and 

generation of cytotoxic activity in mixed cultures, and by the elevated 

?n?rSse^ii'S$c'LSlc2'f ^'fn^^'f^^'^"- ^^^°"^h the ^ytokine'In^ced 
increase in MHC and ICAM-l on the low-expresser tun»rs 

were probably iiqjortant to the interaction with lya?,hocytes. it is likely 
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that other properties were aleo induced that contributed to the 
phenomenon. Ttiis wae indicated by the results obtained with several 
tumors that expressed indigenously high levels of these mols. but reacted 
with the allogeneic lymphocytes only or oaore efficiently after treatment 
with IFN-. gamma, and TOP-. alpha.. In these expts. B7 expression did not 
influence the efficiency of interactions between lyn^ihocyte and tumor 
cells. Under the conditions used, the untreated tumor cells that did not 
activate allogeneic lyii?)hocytes were sensitive to appropriately activated 
effectors. Thus the afferent and efferent arms of lyngjhocyte- tumor cell 
interactions appeared to have different requirements. 

L13 ANSWER 22 OP 53 EMBASE COPYRIGHT 2002 ELSEVIER SCI. B V 
ACCESSION NUMBESt 97133287 EMBASB 
DOCUMENT NUMBER: 1997133287 

Human thymic epithelial cells present superantigens to 

T-cell lines and thymocytes. 
AUIHOR! Jorgensen A.; Nielsen M.; Svejgaard A.; Ledbetter J.A - 

<Wum N.; Ropke C. 

CORPORATE SOURCE: C. Ropke. Institute of Medical Anatomy. University of 

Copenhagen, The Panum Institute. Blegdamsvej 3, OK-2200 
Copenhagen N, Denmark. C.Ropkeemai .ku .dk 

SOURCE: Experimental and Clinical Imtminogenetics, (1996) 

13/3-4 (192-203). 
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COUNTRY : Swi t zerland 

DOCUMENT TYPE: Journal; Article 

rl^.^^^'' . I^nology, Serology and Transplantation 

IiANGUAGE: English 
SUMMARY LANGUAGE: English 

AB It is generally accepted that thymic epithelial cells (TEC) act as 
accessory cells in positive selection of pre-T cells. However, our 
l^owledge of the antigen presentation and accessory cell function of human 
TEC IS limited. Here we present results obtained by the use of serum- free 
cultured human TEC, showing that IFN- .gamma. -treated TEC are able to 
support T-cell -mediated responses to the bacterial superantigens (Sag) SEA 
and SEB, even at very low Sag concentrations. T-cell responses to 
TEC-presented Sags were dependent on the presence of the adhesion 
molecules ICMJ-I. iCAM-2, LFA-1, and LFA-3, but not on 
CD4 and CDS molecules. There is a low but significant expression 
of B7 molecules on human TEC, and treatment of TEC with anti-B7.1 
and anti-B7.2 antibodies before Sag pulsing leads to decreased Sag 
responses, indicating a significant iit?>ortance of 87 molecules on TEC 
Both CD4+ T-cell lines and CD4+ as well as CD8+ 

subpopulations of thymocytes showed significant responses, whereas 
nonseparated thymocytes, CD4+8+, and CD4-CD8- 

thymocytes did not respond or showed very low responses. In conclusion 
the present results demonstrate that cultured human TEC are able to 
present Sag to thymocytes. 
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A novel monoclonal antibody mNI-58A against the 
.alpha. -chain of leukocyte function- associated 
antigen-1 (LFA-l) blocks the homotypic cell 
aggregation and actively regulates morphological 
changes in the phorbol myristate acetate 
wTTHnTjfc^ (PMA) -activated human monocyte-iike cell line, U937 

AUTHOR (S)! Ikewaki, N.; Yamada, A.; Sonoda. A.; Inoko H 

CORPORATE SOURCE: School Nursing, Kitasato University, Kanagawa,' Japan 

SOURCE: Tissue Antigens (1996), 48(3), 161-173 

CODEN: TSANA2; ISSN: 0001-2815 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB A monoclonal antibody (mAb) , designated mNl-58A, was produced by 

immunizing mice with the lipopolysaccharide (LPS) -stimulated monocyte-like 
cell line, U937. The antigen defined by mNI-58A was widely expressed on 
various lyirphoid cells and all cell lines examd. except the erythroid cell 
line, K562. When the reactive patterns between mNl-S8A and the mAbs to 
various human differentiation antigens (CDlla, CDllb, CDllc CD14 CD16 
CD18, CD23, CD28, CD29, CD31, CD43, CD44, 
CD45RA, CDSO, CD54, CD58, CD80, 

CT102. CD106, HLA-class I and -class II antigen) were compared 
that of mNI-58A was similar to those of the leukocyte function- assocd 
antigen- 1 (LFA-l) mAbs. Using a coir?)etitive immunofluorescence binding 
assay it was found that the preincubation with one of the CDlla mAbs 2F12 
completely blocked the subsequent binding of mNl-58A. MNI-58A prevented 
the homotypic cell aggregation of the phorbol myristate acetate 
(PMA) -activated U937 cells (referred to as PMA-U937) and PMA-activated 
Epstein-Barr virus (EBV) -transformed B cell lines, B-85 and Mann. MNI-58A 
markedly induced the spread formation of the PMA-U937 cells following this 
blocking of the homotypic cell aggregation, whereas 2F12 did not under the 
same condition. The spread formation induced by mNI-58A was conpletelv 
blocked by cytochalasin B (CyS) , cytochalasin D (CyD) . cycloheximide (CHX) 
or protein kinase C inhibitors, sphingosine and H-7. The U937 cells 
markedly adhered to the tumor necrosis factor- .alpha. (TNF- .alpha. ) - 
stimulated human umbilical vein endothelial cells (HUVECs) and also to the 
K?i''?*'fi protein, fibronectin, but mNI-58A did not enhance or 

wt ^80 kn! ^fS^«°?n^"''^r^5- ,"NI-58A pptd. two glycoproteins with mol . 
th« III ^tnH^ iL^^^^^ SDS-PAGE anal., which were identical to 

(CDlla) and .beta. (CDIB) chains of leukocyte integrin 
SL^Jx,??^^*,'^!'."^^- Sequential immunopptn. studies using the 
CDlla mAb (2F12) also indicate that mNI-58A recognizes an epitope on the 

°^ '^^ ability Of mNI-58A to block the 

^^^^ «T cfi ■ ^^"^ °P^*^*^ formation of these cells suggests 

that mNl-58A IS a novel mAb reacting with an epitope on the .alpha. -Ehain 
Of LFA-l different from those recognized with the existing CDlla mAbs. 
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Induction of autologous tumor- specific cytotoxic 

T-lyraphocyte activity against a human renal carcinoma 

cell line by B7-1 (CD80) 

costimulation 
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AB Recently otnise models have shown that expression of costinnilatory mols. 
such as B7-X on tumor cells can induce tumor -specific 

iiaminity, suggesting that tumor cells modified to ejqirese costimulatory 

mols. can be a potential tumor vaccine. To investigate the importance of 

B7-1 cost imulat ion in induction of autologous tumor 

insminity in humans, we established a renal carcinoma cell line, RCC-1 

from a tumor resection and studied the patient's antitumor ioimme 

responses in vitro. The RCC-1 cell line const itutively expressed major 

histocompatibility complex (MHO) class I, intercellular adhesion 

mol. (ICMI)-I, and leukocyte function-assocd. antigen (LFA)-3 

mols., and MHC class 12 mols. were induced by interferon- -ganroa. 

(IPN-, gamma.) treatment in vitro. However, neither RCC-1- nor 

I FN-. gamma. -treated RCC-1 cells expressed B7-1, and 

both failed to induce T-cell proliferative responses in mixed lynqjhocyte 
and tumor cell reaction (MLTR) assays, suggesting that the costimulatory 
signals provided by cell adhesion mols. such as ICAM-l and LPA-3 
were not sufficient to elicit an antitumor innmne response. However on 
transfection of the human 87 -X into RCC-1, these cells 
were able to induce a significant T-cell proliferation in MLTR assays. 
This T-cell response could be blocked by anti-B7 mAb treatment of the 
tumor cells. RCC-1B7 cells also induced the generation of tumor-specific 
cytolytic T lyn?)hocytes to the parent RCC-1 cells in vitro, with little 
nonspecific cytolysie of an unrelated RCC line, A498, or autologous 
phytohemagglutinin (PHA) blasts. This specific cytotoxicity could be 
abrogated by anti-CD8 mAb and complement treatment. In sunmary, our study 
indicates that B7-1-CD28 interaction plays a crit. 

role in induction of autologous tumor- specific cytotoxic T lymphocytes 
(CTLs) in humans, suggesting that the costimulatory mol. transfected tumor 
cells could be useful in expanding tumor -specific autologous CTL in vitro 
for adoptive tumar immunotherapy. 
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Methods for inhibiting antigen-specific T cell responses by use of an 
agent which inhibits a costimulatory signal in T cells are disclosed 
Preferably, both a first agent which inhibits a costimulatory signal in 
the T cell and a second agent which inhibits adhesion of the T cell to a 
cell presenting antigen to the T cell, are used to inhibit 
antigen- specific T cell responses. For exan5)le, anti-LFA-1 antibody that 
inhibits adhesion of a T cell to a cell presenting antigen, can be used in 
conjunction with a CTLA4-lg fusion protein which inhibits a costimulatory 
signal in the T cell. Alternatively, another agent which inhibits a 
costimulatory signal in T cells, such as an anti-B7-l 

antibody or an anti-B7-2 antibody can be used with a second agent which 
inhibits a proliferative signal in the T cell e.g., an anti-IL-2 receptor 
antibody. The methods of the invention are particularly useful for 
inhibiting graft vs. host disease and for inhibiting rejection of a 
transplanted tissue or organ. 
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The present invention relates to new Fc.gamma.RII bridging compns. for 
in^airing the capacity of antigen presenting cells (APCs) to stimulate the 
activation of antigen- specific T-cells. resulting in modulation of 
antigen-specific T-cell responsiveness. More particularly, said 



Pc.gamna.EII bridging agents are chosen from the group consisting of: 
aggregated human I9G mole.; aggregated Pc fragments of human IgG tnoXs.; a 
bivalent monoclonal antibody to the Fc . ganxaa . RI l ; a multivalent monoclonal 
antibody to the Fc. gamma. ail; a functionally active fragment of said 
bivalent or multivalent monoclonal antibody; a recon4>inant fusion protein 
of 2 or more human IgG Fc parts; liposome vesicles coc9>rising any of the 
foregoing, provided that said Fc.ganroa.RII compn. prevents the expression 
of the CO- stimulatory mols. B7-1/2 and/or down 
modulates the icaM-3 mol. expression by these professional APCe. 
Hie present invention also relates to prophylactic and therapeutic methods 
and cousins, to prevent or treat the rejection of solid organs, tissues and 
cells after transplantation; for inducing T-cell anergy or T-cell 
tolerance; for treating allergic diseases; or for the treatment of 
autoimmine diseases. The present invention also relates to Fc.gamma.RII 
bridged professional APCs prepd. by bridging APCs with an Fc.ganina.RII 
bridging agent according to the present invention, in exai:?>le, FcR 
bridging strongly down -modulated expression of B7-1, 
B7-2, CD14, ZC&M-3 and strongly up-regulated expression of 
044. PcR bridging greatly inhibited secretion of interleukin 2, 
stimulation of resting T cells by monocytes, interaction of B7- 
X/CD2a, proliferation of antigen- specific T cells, etc. 
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Dendritic cells generated from peripheral blood 
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Dirk 
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CODENj EJIMAF; ISSN: 0014-2980 
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AB Peptides of melanosomal proteins have recently been shown to be recognized 
in an HLA- restricted mode by specific cytolytic T lyn?)hocytes in melanrana 
patients. Dendritic antigen-presenting cells (DC) are considered to be 
the most effective stimulators of T ceil responses, and the use of these 
cells has therefore been proposed to generate therapeutic responses to 
tumor antigens in cancer patients. The authors, therefore, generated DC 
from peripheral blood of normal donors in the presence of 
granulocyte/macrophage colony- stimulating factor and interleukin- 4, Flow 
cytometric anal, of the cells during a 2-wk culture revealed a loss of 
CD14 and CD34 expression, a concomitant increase of CDia, CDlla b and c 
CD44, CD45, CD54, HLA-class I and II , and ' ' 

intermediate levels of CD26, CD80, and CD86. Cultured DC 
stimulated proliferation of allogeneic T cells and induced a marked, up to 
20- fold, stimulation of T cell proliferation after pulsing with tetanus 
toxoid. To achieve independence of already- identified antigenic peptides 
presented in HLA class I -restricted fashion, which limits the general 
applicability of such peptides for vaccination of melanoma patients the 
authors tested whether DC are transfectable with eukaryotic expression 
plasmids. DC transfected with 2 reporter genes {CAT, .beta.- 
galactosidase) using a liposome -based transfection technique, exhibited 
only low levels of enzymically active proteins, but were able to degrade 
rapidly intracellular proteins and to process peptides efficiently. 
Chloramphenicol acetyl transferase as well as tyrosinase mRNA were 
detectable after transfection by reverse transcriptase-PCR, and enzyme 
activities became measurable. Furthermore, DC transfected with the 
tyrosinase gene were able to induce specific T cell activation in vitro, 
indicating appropriate peptide processing and presentation in DC after 
transfection. These data suggest new approaches to future tumor 
vaccination strategies. 

L13 ANSWER 28 OF 53 CAPLUS COPYRIGHT 2002 ACS DUPLICATE 15 

ACCESSION NUMBER: 1995:718947 CAPLUS 

DOCUMENT NUMBER: 123:141663 

■^^TL^' Shigella infection induces cellular activation of T 

and B cells and distinct species -related changes in 
peripheral blood lyn^hocyte subsets during the course 
of the disease 

AUTHOR (S): Islam, Dilara; Bardhan, Pradeep Kumar; Lindberg, Alf 

A.; Christensson, Birger 
CORPORATE SOURCE: Dep. Immunol., Huddinge Univ. Hosp., Huddinge, Swed. 
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AB Immunophenotypic changes in peripheral blood lyn^jhocytes (T, B, and NK 
cells) in patients during shigellosis was characterized by using 
triple-color flow cytometry. Eleven Shigella dysenteriae 1- infected adult 
patients (SDIP) , 11 Shigella flexneri- infected adult patients (SFIP) 15 
age- and sex-matched healthy controls from Bangladesh (C-B) and 15 
healthy volunteers from Sweden (V-S) were studied. In SDIP and SPIP a 
significant increase in the CD45RO+ cells in both CD4+ 
and CD8+ T cells was seen. We found evidence for sequential T-cell 
activation, as shown by increased proportions of CD25 and CD4+ 
cells; HLA-DR and CD38 on CD8+ cells, and CDS4 on CD4+ 
and CD8+ cells. We found differences in the lymphocyte activation and 
subset patterns related to the infecting Shigella species. Thus a 
decrease in CD45 expression was seen in SPIP; this decrease 
progressed further during the disease. The proportions of NK cells (CD56+ 
llzl^l ^^ "^^^ °^ total CD8+ cells were increased in 

SFIP but not in SDIP. The CD3+ CD8+ CD57+ T-cell subset was significantly 
lower in SDIP than in C-B. The proportion of B-lymphocyte-expressinq 
activation markers CD80 and CD23 was higher in patients than in 
C-B. There was a significant increase in the proportion of CD4+ 
T cells and a significant decrease in the percentages of total 6 cells 
the CD3+ CD8+ CD57+ T-cell subset, and the CD56+ CD16+ NK-cell subset for 
V-S compared with C-B. Our results indicate that distinct subset changes 
and activation patterns are elicited in SDIP con^iared with SPIP and also 
tnat the degree of activation is related to disease severity. In addn a 
^nmon sequence of cell activation was seen during the disease course ' 
P^^Tt"®""'^^ the subset patterns seen in C-B and V-S may be related 
to differences in the levels or spectra of infectious agents in the 
enviromiffint. 
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1 (CD80) and B7-2 {CD86} expression 

on human peripheral blood dendritic cells 
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AB Most of the inminosuppressive effects of interleukin-lO (IL-10) are 
related to functional inhibition of antigen-presenting cells (APC) . 
Herein, the authors investigate the influence of recranbinant (r)lL-lO on 
huinan dendritic cells (DC) purified from peripheral blood of healthy 
volunteers. First, the authors found that rIL-10 inhibited in a 
dose-dependent manner the proliferative responses as well as the prodn. of 
IL-2 and interferon-. gamma. (IFN- .gamma. ) in mixed lymphocyte reaction 
(KLR) between purified T cells and DC. This rIL-10 effect could be 
attributed to a direct effect on DC. as DC preincubated with rIL-10 were 
deficient in the induction of alloreactive T cells even when anti-IL-10 
neutralizing mAb was added at the time of MLR. plow cytometric anal, 
indicated that rIL-10 did not modify the expression of ICAH-I { 
0)54) and B7-1 (CDSO) , but decreased 

HLA-DR and B7-2 (CD86) expression at the DC surface. The authors conclude 
that the inhibitory effect of rIL-10 on primary alloreactive T cell 
responses involves down -regulation of class II hhC and B7-2 
expression at the DC surface. 
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LANGUAGE: English 

AB Interleukin (IL)-IO down- regulates HLA class II mols., whether 

constitutively expressed or up-regulated by interferon- .gamma, or IL-4 on 
monocytes but not on B lymphocytes. In this study the authors show that 
IL-10 does not inhibit HLA class II expression induced by the combination 
granulocyte/macrophage colony- stimulating factor and IL-4 on monocytes, 
although it simultaneously abrogates the expression of CDl mols. induced 
by the same combination of cytokines. CDl mols. can act as element of 
genetic restriction for 0)4- CD8-T lymphocytes, and the 
suppression of CDl expression by IL-10 abolished antigen presentation to 
CDl- restricted CD4- CD8-T cell receptor-pos. T cells. Although 
HLA class II expression was not down- regulated by IL-10, the antigen 
specific proliferative response of CD4+ T cells was nevertheless 
decreased. This was not caused by down- regulation of known co-stimulatory 
mols. such as B7.1. B7,2 and lCAM-1. IL-10 

decreased the antigen specific proliferative response further by directly 
influencing the T lyn^jhocytes . The results indicate that IL-10 exerts 
some of Its imtminoregulatory functions by differential modulation of 
antigen presenting mols.. induced by the same combination of cytokines. 
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dcndritic cell precursors from fetal mouse skin 
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AB During ontogeny, the skin is progressively populated by major 

histocoti?)atibility cotiqplex class Il-neg. dendritic cell (DC) precursors 
that then mature into efficient antigen-presenting cells (APC) , To 
characterize these DC progenitors better, we generated myeloid cell lines 
from fetal mouse skin by infecting cell suspensions with a retroviral 
vector carrying an envAKR-mycMH2 fusion gene. These cells, represented by 
the line FSDC, displayed a dendritic morphol. and their proliferation in 
serum- free medium was promoted by granulocyte/macrophage 
colony- stimulating factor (OI-CSP) , but not by macrophage-CSF. FSDC 
expressed strong surface -membrane ATP/ADPase activity, intracellular 
staining for 2A1 antigen, and a surface phenotype consistent with a 
myeloid precursor: H-2d,b+, I-Ad,b+, CD54+. CDllb+ CDllc+ 
2.4G2+, F4/a0+, 0)44+, 2F8+, ER-MP 12-. Sca-1+, Sca-2+ 
NLDC-14S-, B7.2+. B7.,l-, Jlld- , B220-, Thy-1-, and 
CD3-; FSDC Stimulated poorly allogeneic or syngeneic T cells in the 
primary mixed- leukocyte reaction, and markedly increased this function 
after treatment with ©1-CSP, GM-CSF and interleukin (IL)-4 or 
interferon -.gamma. (IFN- .gamma. ) ; in contrast, stem cell factor, 
IL-1. alpha, and tumor necrosis factor- .alpha, had no effect. Preculture 
with IPN-. gamma, was required for presentation of haptens to primed T 
cells in vitro. However, FSDC, even after cytokine activation, were less 
potent APC than adult epidermal Langerhans cells in both of the above 
assays. Finally, FSDC derivatized with haptens and injected either i.v, 
or s.c. could efficiently induce contact sensitivity responses in naive 
syngeneic mice. The results indicate that fetal mouse skin is colonized 
by myeloid precursors possessing a macrophage/ immature DC- like surface 
phenotype and priming capacity in vivo. These cells need further 
differentiation and activation signals (e.g. cytokines) to express their 
antigen presenting potential in vitro. 

L13 ANSWER 32 OF 53 CAPLUS COPYRIGHT 2002 ACS DUPLICATE 19 

ACCESSION NUMBER: 1995.692473 CAPLUS 

DOCUMENT NUMBER: 123tl09667 

TITLE: Mechanism of enhanced antigen presentation by B cells 

activated with anti-.mu. plus interferon- .gamma . : role 
of B7-2 in the activation of naive and menpry 
CD4+ T cells 

AUIBOR(S): Morokata, Tatsuaki; Kato, Takuma; Igarashi, Osamu; 

Nariuchi, Hideo 



CORPORATE SOURCE! The Institute of Kedical Science, The University of 

Tokyo, ToJcyo, 108, Japan 
SmmCE; Eur. J. lanamol. (1995), 35{7), 1992-8 

COOSK: EJIMAF; ISSN: 0014-2980 
DOCUMKirr TYPE: Journal 
LANGUAGHt Englieh 

AB B cells activated with anti-.mu. antilKxSy plus interferon (IPN) - .ganssa. 

exerted strong anti9en presenting activity for T cell proliferation. Hie 
enhan ced antigen presentation function was shown to be due to the increase 
in B7-2 expression, when B cells were stioailated with anti-.mu., 
expression of HEC major histocoo^atibility coc^ilex class II, 
heat-stable antigen (HSA) , ICAM-I, and B7-2 was increased. Ttie 
presence of IFN- .gamna. further augmented the expression of B7-2 on 
anti-.mu. -stinailated B cells. B7-1 was not expressed 
on B cells under these conditions. The participation of B7-2 in the 
elicitation of the proliferative response of T cells was confimed by the 
inclusion of anti-B7-2 antibody in cultures. The enhanced expression of 
either HSA or ZCAM-I was shown not to play a major role in the 
increased B cell antigen presentation capacity. The major T cell 
population responding to this activated B cell antigen presentation was 
shown to be CD441ov naive CD4+ T cells, whereas 
CD45BB10V memory CD4+ T cells responded only weakly. 
The difference in proliferative responses between naive and memory 
a)4+ T cells was explained by the different efficiency in IL-2 
prodn. of these cell populations in response to antigen presentation by B 
cells activated by anti-.mu. plus I FN-. gamma.. Thus, I FN-. gamma, plays an 
i^^)ortant role in recruitment of naive T cells for an immune response. 
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AB The functional maturation of dendritic cells (DC) and other 

antigen-presenting cells is believed to reflect the upregulation of cell 

surface major histocon5)atibility con^lex (MHC) class II and 

other T cell costimulatory mols., esp. the CD28 ligands B7- 

1 (CD80) and B7-2 (CD86) . In this study, we propagated 

cells exhibiting characteristics of DC precursors from the bone marrow 

(BH) of BIO mice (H-2b; I-A+) in response to granulocyte -macrophage colony 

stimulating factor (GM-CSF) . The n^thods used were similar to those 

enqployed previously to propagate DC progenitors from normal mouse liver. 

Cells expressing DC lineage markers (NLDC 145+ , 33D1+, N418+) harvested 

from 8-10-day 04-CSF stimulated BM cell cultures were CD4S+, 

heat- stable antigen-i-, CD54 + , CD44-t-, MHC 

class II + , B7-ldira but B7-2- (costimulatory tnol . -deficient) . 
Supplementation of cultures with interleukin-4 (lL-4) in addn. to GM-CSF 
however, resulted in marked upregulation of MHC class II and 
B7-2 expression. These latter cells exhibited potent allostiraulatory 
activity in primary mixed leukocyte cultures. In contrast, the cells 
stimulated with Q1-CSF alone were relatively weak stimulators and induced 
alloantigen- specific hyporesponsiveness in allogeneic T cells (C3H; H-2k; 
I-E+) detected upon rest imulat ion in secondary MLR. This was assocd. with 
blockade of IL-2 prodn. Reactivity to third-party stimulators was intact. 
The hyporesponsiveness induced by the GM-CSF stimulated, costimulatory 
mol. -deficient cells was prevented by incorporation of anti-CD28 
monoclonal antibody in the primary MLR and was reversed by addn. of IL-2 
to restimulated T cells. The findings show that MHC class 11+ 
B7-2- cells with a DC precursor phenotype can induce alloantigen-specif ic 
hyporesponsiveness in vitro. Under the appropriate conditions, such 
costimulatory mol . -deficient ceils could contribute to the induction of 
donor- specific unresponsiveness in vivo. 
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AB Conflicting data have been reported regarding the relative abilities of 
B7, iCAM-1 and LFA-3 to provide co- stimulation for the induction 
of a primary T cell alloproliferative response. A series of naturally 
HLA-DR- expressing cell lines and panels of human and murine transf ectants 
expressing DR alloantigens in conjunction with combinations of mouse or 
human B7.1, human LFA-3 and human iCAM-1 

were used to analyze the contributions of these taole. to primary 

alloproliferative responses by adult and cord blood CD4+ T 

cells. The results demonstrated that B7 expression is required, and may 

be sufficient for the induction of a primary alloresponse. The 

al lost imulat ion obsd. in response to DR-expressing murine DAP. 3 cells, 

that cons ti tut ively express B7.1, was inhibited by the 

presence of the murine cytolytic T lyii^>hocyte- assocd. antigen 4 -human 

Pc.gannna.l fusion protein, suggesting that nwuse 87.1 

provides sufficient co- stimulation for a primary h\iman alloproliferative 

response. Expression of supranormal levels of human B7 . 

1 on the allostimulator cells led to a redn. in the proliferative 

response, suggesting that an optimal level of B7 exists which, if 

exceeded, leads to inhibition. Co-expression of LFA-3 with B7. 

1 by the allostimulator cells caused a marked increase in the 

proliferative response. Expression of iCAM-1 had relatively 

little effect. No differences were seen in the co- stimulatory 

requirenffints of naive cord blood vs. CD45RO adult T cells. 

These results highlight the key mol. interactions that govern 

itnmunogenicity with relevance to inhibiting unwanted inmune responses to 



transplanted tissues and providing anti-tunwr inammity. 
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Human insnature thymocytes as target cells of the 
leukemogenic activity of human T-cell leukemia virus 
type I 

Maguer-Satta. Veronique; Gaziolo, Louis; Due Dodon, 
Madeleine 

Immuno-Viologie Holeculaire et Cellulaire, Centre 
National Recherche Scientif ique, Universite Claude 
Bernard, Lyon, Fr. 
Blood (1995). 86(4), 1444-52 
OODENi BLOOAW; ISSN: 0006-4971 
Journal 

English 

•me risk of developing adult T-celi leukemia (ATL) assocd. with neonatal 
infection by human T-cell leukenia virus type I (HTLV-i) suggests that 
early events triggered by HTLV-I might be of crucial in^rartance in 
initiating the multistep lymphoprol iterative process leading several 
decades later to the development of leukemic disease. Thus, infection of 
thymocytes early in life might be directly correlated with the development 
of ATL. In the present study, we show that in vitro infection of mature 
CCD2+CD3+ or immature (CD2+CD3-) thymocytes resulted in the exogenous 
interleukin (IL) -2 -dependent proliferation of HTLV-I-pos. thymocytes nrost 
of them displaying a CD2+CD31-CD4+ pheno-type and expressing the 
CD25 mol., the .alpha, chain of the IL-2 receptor. Furthermore, the 
CD80 and CD54 antigens, normally expressed by thymic 

stromal cells, were detected on these transformed thymocytes, indicating 
that HTLV-I -infect ion may disturb the cooperation between thymocytes and 
their thymic environment. These HTLV-l-pos. thymocytes were producing 
significant amts. of IL-6, which was found to be implicated in their 
proliferation and in the expression of CD25, as demonstrated by blocking 
expts. using monoclonal antibody to IL-6. The present study suggests that 
immature thymocytes may provide an environment favorable to the unfolding 
of events leading to leukemia. 



LI 3 ANSWER 36 OF 53 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) J 
CORPORATE SOURCE: 



DOCUMENT TYPE: 
LANGUAGE : 
AB 



CAPLUS COPYRIGHT 2002 ACS DUPLICATE 23 

1995:757338 CAPLUS 
123:225838 

CD86 (B70/B7-2) on endothelial cells co-stimulates 
allogeneic CD4+ T cells 

Seino, Kenichiro; Azuma, Miyuki; Bashuda, Hisashi; 
Pukao, Katashi; Yagita, Hideo,- Okumura, Ko 
Dep. Immunol., Juntendo Univ. Sch. Med., Bunkyo, 113, 
Japan 

Int. Immunol. (1995), 7(8), 1331-7 
CODEN: INIMEN; ISSN: 0953-8178 
Journal 
English 

In vascularized organ transplantation, vascular endothelial cells (EC) 
confronting recipient T cells are potentially significant APC initiating 
cellular immune responses that lead to rejection. In the present study 
we studied the ability of human EC to stimulate allogeneic T cells and the 
CO- stimulatory mols. involved in this response. On both human umbilical 
vein endothelial cells (HUVEC) and microvascular endothelial cells (MVEC) 
MHC class I, intercellular adhesion mol. (ICAM)-I and 

CD86 were constitutively expressed as assessed by flow cytometry. After 

IFN-. gamma, treatment, MHC class II expression was induced, and 

MHC class I and ICAM-I were up- regulated. In contrast, 

the expression of CD86 was unchanged and CD80 was undetectable 

even after IPN-. gamma, treatment. Highly purified CD4+ T cells 

proliferated in response to IFN- .gamma . -treated allogeneic HUVEC and MVEC 

and this response was efficiently blocked by mAb to MHC class 

II, ICAM-1 and CD86. Furthermore, the addn. of anti-CD86 mAb to 

the primary culture with allogeneic EC resulted in the induction of 

alloantigen-specific anergy. These results suggest that CD86 expressed on 

EC plays a crit. role in initiating cellular immune responses to 

vascularized allografts and would be an in5>ortant target for immune 

intervention. 



L13 ANSWER 37 OF 53 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



CAPLUS COPYRIGHT 2002 ACS 
1995:609275 CAPLUS 
123:30892 

Abnormalities of B cells and dendritic cells in SAMPl 
mice 

Haruna, Biroki; Inaba, Mueno; Inaba, Kayo; Taketani, 
Shigeru; Sugiura, Kikuya; Fukuba, Yoh; Doi, Hiroshi; 
Toki, Junko; Tokunaga, Rikio; Ikehara, Susumu 
First Department of Pathology, Kansai Medical 
University, Osaka, 570, Japan 
Eur. J. Immunol. (1995), 25(5), 1319-25 
CODEN: EJIMAF; ISSN: 0014-2980 
Journal 

English 

The age-related changes in the function of antigen-presenting cells (APC) 
were examd. using a substrain of senescence-accelerated mouse (SAMPl). m 
the primary mixed lymphocyte reaction (MLR) , dendritic cells (DC) from 
aged SAMPl mice showed less stimulatory activity than those of age-matched 
BALB/c or young SAMPl mice. In the secondary MLR, the stimulatory 
activity of B cells was lower in aged SAMPl mice but not in age-matched 
BALB/c or young SAMPl mice. In addn., these age-related deceases in the 
stimulatory activity of APC were related to changes in the surface d. of 
major histocoopatibility complex class II and intercellular adhesion 
mol.-l (iCAM-1) (but not B7-1 or B7-2 mol.) 
on APC (DC and B cells) . 
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ICAM-l on tumors is required for rejection and 

the establishment of a memory response 
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Journal 



LANGUAGE: English 

AB Although the transfection of B7-1 cDNA into a few 

mouse tuntor cell lines can induce anti -tumor T cell immuaity, its 

expression alone is ineffective in many other tumor cell lines tested. We 

were interested to study what factors limit B7-1 

CO- stimulatory activity, and decided to investigate whether B7- 

1 requires the cooperation of ZC&M-I to provide the 

minimal co- stimulatory signal fro establishing an efficient anti-tumor 

immunity. He show that the transfection of B7-1 cDNA 

into three ZCAH-1+ (plasmacytoma J558L, T lyn?>homas EL-4 and 

RMA), but not into two zcah-1- tumor cell lines {adenocarcinoma 

TS/A and melanoma B16.P1), is sufficient to induce their complete 

rejection in syngeneic mice. The expression of IC&H-I is 

necessary for the rejection of the B7 expressing tumors, since the primary 

response elicited by B7-1+ EL-4 and RMA clones 

expressing reduced levels of icaa-l is severely reduced. 

Furthermore, super-transf ection of lCAU-1 cDNA into B7 

-1+ ademx:arcinoma and melanoma clones optimizes their primary 

rejection. Histol. examn. of transfected tumors reveals that B7 

-1 and ICAM-l exert a potent pro- inflammatory 

activity. The intra-tumor infiltration is con^KJsed of both eosinophils 
and lyraphomonocytes, and is already massive 5 days after the tumor 
challenge. The primary rejection of the B7-1+ 

ICAM-1+ tumors depends critically on CD8+ T cells, natural killer 
cells and granulocytes, but is independent of CD4+ T cells. 
Remarkably, in addn. to its effects on the early phases of the iramine 
response, the co- express ion of lCAU-1 and B7-1 

on tumors is also necessary for the efficient induction of a memory 
response. In fact, only the primary challenge with b7=1 
+, ICAM-1+ tumor cells protects the majority of the mice frcra a 
second injection of parental tumor cells. Collectively, our findings 
indicate that B7-1 and icam-I are 

fundamental cooq)onents for triggering the primary injection of tumors and 
establishing a protective memory response. These findings may help to 
define new strategies for the rational application of co- stimulation in 
tumor imtminotherapy . 

L13 ANSWER 39 OP 53 CAPLUS COPYRIGHT 2002 ACS DUPLICATE 25 

ACCESSION NUMBER: 1995:682349 CAPLUS 

DOCUMENT NUMBER: 123:81465 

TITLS: Rapid development of murine AIDS is dependent on 

signals provided by CD54 and CDlla 
AUTHOR (S) : Makino, Masahiko; Yoshimatsu, Kazuhiko; Azuma, Miyuki; 

Okada, Yoshiaki; Hitoshi, Yasumichi; Yagita, Hideo; 

Takatsu, Kiyoshi; Komuro, Katsutosni 
CORPORATE SOURCE: Dep. Bact . Blood Prod., Natl. Inst. Health Japan, 

Tokyo, Japan 

SOURCE: J. Immunol. (1995), 155(2), 974-81 

CODKN: J0IMA3; ISSN: 0022-1767 
DOCUMENT TYPE: Journal 
LANGUAGE : Eng 1 i sh 

AB Murine AIDS (MAIDS) is induced by infection with the replication-defective 
virus (BM5def) component in the LP-BM5 murine leukemia virus (MuLV) mixt. 
The disease is characterized by polyclonally activated CD4+ T 
cells and B cells. It is known that BM5def is expressed at highest levels 
in B lyii5)hocytes and that B cells serve as viral antigen -presenting cells. 
Full and sustained activation of CD4+ T cells against a 
conventional antigen (Ag) usually requires both TCR and costiraulating 
signals. Among various mols . known to provide costiraulatory function, the 
expression of CD54 (lCAM-1) and CDlla/CD18 (LFA-1) on 

MAIDS B cells was increased, whereas that of CD2, heat-stable Ag {CD24) , 

CD80 (B7-1), and CD86 (B7-2) was unchanged 

from normal. C57BL/6 mice depleted of both CD54 and CDlla 

expression as a result of chronic administration of mAb developed no MAIDS 

at 4 wk and 8 wk after LP-BM5 MuLV infection. In addn., the proliferative 

response of B cells to mitogen was well conserved, whereas MAIDS-assocd. 

increases in serum Ig levels were inhibited. Replication of BMSdef was 

suppressed markedly in infected mice treated with the CDS 4 and 

CDll a mAbs. Thus, the CD54/CDlla signal transduction pathway 

is a crit. determinant of MAIDS development, and the lack of an imnrune 

response against viral Ag is enough to suppress BMSdef replication and to 

prevent MAIDS. 
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Costimulatory molecules -mediated immuno-gene therapy 
AUTHOR (S): Hirano, Naoto 

CORPORATE SOURCE: Fac . Med., Univ. Tokyo, Tokyo, 113, Japan 

SOURCE: Igaku no Ayumi (1995), 175(9), 694-7 
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DOCUMENT TYPE: Journal; General Review 

LANGUAGE: Japanese 

AB A review, with 10 refs., on the importance of costimulatory factors in 
immune reactions of T cells relating antigen presentation-major 
histoconpatibility antigen con5>lex (MHO system, tumor rejection 
by expression of exogenous B7 mols. in tumor cells lacking B7 expression, 
perspective of tumor gene therapy with B7 gene, and a putative 3rd factor 
in the immune reaction. Expression of class I and class II mhc 
mols. and costimulatory factors of B7.1, B7.2, and 
ICUl-1 are listed for several human leukemia cells. 
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AB Dendritic cells are considered to be the initiators of immune responses. 



including those directed against tumors. Clinical research on dendritic 
cells was long hampered by the limited availability of these cells. The 
recent identification of cytokine coiobinations that mobilire dendritic 
cells with potent antigen-presenting cell function from peripheral blood 
represented a major progress. We show in this study that substantial 
numbers of dendritic cells can be obtained from the peripheral blood of 
patients with renal -cell carcinoma "Hie procedure requires a relatively 
small blood sample (40 ml) and avoids both priming of the patient with 
granulocyte -colony stimulating factor and leukapheresis. ;^proximately 2 
to 8 million cells with the characteristics of dendritic cells could be 
obtained: phase -contrast microscopy revealed the typical cytoplasmic 
processes or veils.- phenotypic analysis confirmed expression of 
dendritic -cell -associated molecules, including mhc class II, 
CDla, CD4. ICMJ-I iCDSi). LFA-3 (CD58) , B7-1 
(CD80) and B7-2 (CD86) . and absence of T-cell, B-cell and 
monocyte markers; in addition, these cells rapidly attached to and 
migrated on collagen- type- 1 coated surfaces. Interestingly, attachment was 
accoo^panied by acquisition of the CD14 antigen; functionally, cultured 
dendritic cells proved to be very potent co- stimulators of the 
phytohemagglutinin- induced proliferation of autotogous tumor- infiltrating 
lynphocytes . The reproducible growth of functional dendritic cells from 
cancer patients is encouraging for the design of immunotherapy protocols. 
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AB Cartilage proteoglycan (aggrecan) -induced polyarthritis in BALB/c mice is 
characterized by chronic inflammation and destruction of joint tissues 
similar to that obsd. in human rheumatoid arthritis. The iinmunizatlon of 
mice with fetal human proteoglycan (PG) elicits specific antibodies to the 
immunizing antigen of which a population cross-reacts with native mouse 
PG. This (auto) antibody prodn. is immediately followed by an explosive 
proliferation of autoreactive T cells, suggesting that PG-specific B cells 
may participate in antigen presentation of PG to autoreactive T cells. 
The authors therefore isolated B cells from the spleens and lymph nodes of 
PG-immunized mice and examd. their ability to present PG to a PG-specific 
T cell hybridoma. The antigen -specific T cell responses elicited by B 
cells from PG-immunized mice (both arthritic and clin. asymptomatic) were 
markedly higher than those of non- immune mice and keyhole lin^jet 
hemocyanin (KLH) -imiminized mice, and these B cells could present low PG 
concns. Levels of B cell presentation corresponded with the serum levels 
of PG-specific antibodies, iii?)lying that these B cells were presenting the 
PG specifically via their surface Ig. This B cell-T cell interaction was 
strongly dependent on MHC class Il/T cell receptor (TCR) , 
LFA-l/intercellular adhesion mol.-l (ICAM-I) and CD28/B7 
interactions, as antibodies to la, lCAM-1 and B7-2 (but not to 
B7-1) markedly reduced presentation. These data 

indicate that PG-specific B cells may play an essential role in governing 
the development of PG-lnduced arthritis. 
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AB A review, with 15 refs., on the adhesion mols. as costimulatory signal 
transduction mols, on antigen presenting cells (APC) , and results of 
prolongation of graft survival by blocking of the function of adhesion 
mols. (LPA-l/lCftM-1 system CD28, CTLA-4/CD80 and CD88 
system, CD2/CD48 system, CD2/CD4B system, and 

VLA-4/VCAM-1 system) . The mechanisms of rejection suppression are 
discussed. 
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T^TLE: CD28 functions as an adhesion molecule and is involved 

In the regulation of human IgE synthesis 
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CORPORATE SOURCE: Glaxo Inst. Molecular Biol., Geneva, Switz. 
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CODEN: EJIMAF; ISSN: 0014-2980 
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AB Activated T cells induce IgE switching in B cells via a combination of 
lymphokines and direct TiB cell contact. As CD28-def Icient mice have 
reduced basal levels of IgGl and IgG2a and diminished Ig class switching 
the authors Investigated whether the CD28/B7.1 ( 
CD80) ligand pairing might also be involved in human IgE 
regulation. Co- incubation of an allergen- specif ic, human T cell clone 
with tonsillar B cells caused a marked up- regulation of CD28 expression 
whereas, in contrast, CD45RB expression was unaffected. To test 
whether blocking the CD28:B7.1 interaction affected 

IgE synthesis, a dialyzed anti-CD28 monoclonal antibody (mAb) was added to 
cultures contg. tonsillar B cells, pre- activated T cell clones and 
interleukin-4 . Anti-CD28 treatment caused a reproducible, dose -dependent 
inhibition of IgE, but not IgG synthesis that was accoa?)anled by a visible 
decrease in cell aggregate formation. Conversely, an anti-B7. 
1 mAb had no effect in this system. The effect of blocking 
CD28 -ligand interactions on lyn5)hocyte adhesion was formally assessed on 
human T cell clones and B cell lines using dual intracellular staining and 
flow cytometry. Co- incubation with an anti-CD28 mAb, but not control IqG 
or anti-B7.1 mAb. resulted in a marked impairment of 

conjugate formation that correlated well with T cell surface expression of 
CD28. Using this system the authors found that an antl-CTLA-4 mAb but not 



an anti-B7.2 QAb inhibited T-.B cell conjugate formation. Lastly, in addn. 
to a direct effect of anti-CD28 mAb on conjugate formation, 14-day culture 
of T and B cells in the presence of anti-CD28 caused a marked decrease of 
ICAIS-1 (CDS4) eiqpression on aggregated lymphocytes. In 
contrast, LFA-l (GDIS) expression was unaffected. ThuB, the T cell 
co-stimulatory ool. CD28 is involved in the regulation of IgS synthesis in 
vitro. CD2a may act to a limited extent as an adhesion mol., though 
apparently not by pairing with B7.1 or B7.3. It is 

more likely that ligation of CD28 under certain conditions modulates the 
expression of other T and B cell surface mols. 
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AB The role of major histocoa^jatibility con^lex (MHC) and adhesion 

mol. expression by alveolar epithelium on the modulation of immune 
responses in the lung is not xjnderstood. We have developed efficient 
methods to isolate, purify and culture human alveolar epithelial cells 
(type II pneumocytes) in vitro. The expression of mhc and 
adhesion mols. by isolated, cultured and cytokine -stimulated alveolar 
epithelial cells was quantified by flow cytometry, and demonstrated the 
presence T-cell ligands including class I MHC, HLA-DR and 
HLA-DP, intracellular adhesion mol.-l (ICAU-I; CD54) 

and lymphocyte function-assocd. antigen (LFA-3; CD58), but not vascular 
cell adhesion raol.-l (VCAM-1) (CD106) or B7 (CD80) . The 
proinflannnatory cytokine interferon- .gamma. ( IFN- .gamma . ) caused an 
up- regulation of class I MHC and lOVM-l. In contrast, 
tumor necrosis factor- .alpha. (TNF- .alpha . ) and interleukin-1 .beta. 
(IL-l.beta.) had little effect on the expression on these surface antigens 
by human alveolar epithelial cells. The functional activity of alveolar 
epithelial adhesion mols. was then studied by detg. their ability to bind 
allogeneic lymphocytes. An increase in lymphocyte adherence to monolayers 
of alveolar epithelial cells was obsd, following in vitro activation. 
However, up- regulation of alveolar epithelial counter receptors with the 
proinflammatory cytokine .gamma. -IFN did not enhance adhesion. The 
adhesive interaction between CD18 on lyn5)hocytes and ICAM-1 on 
alveolar epithelial cells was demonstrated by the use of blocking 
antibodies specific for both ligands. Blockade of LFA-3 on alveolar 
monolayers also suppressed lymphocyte adherence. In conclusion, alveolar 
epithelial cells expressed MHC HLA-A,B,C, HLA-DR and -DP, and 
functional adhesion mols. including lCAM-1 and LFA-3. 
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AB Human carcinoma cells vary appreciably in the expression of MHC 
class I, class II, iCAM-1 (CD54) and B7 (CDSO 

) mols. Short-term in vitro exposure of ex vivo carcinoma cells to 
interferon .gamma, and tumor necrosis factor .alpha, elevated/ induced the 
surface expression of MHC class I, class II and ICAM 

-1, but only rarely of B7. We found that cytokine treatment elevated the 
cytotoxic susceptibility and the stimulatory potential of ex vivo tumor 
cells. This was demonstrated (a) by the increased frequency and elevated 
level of auto- tumor lysis and (b) by induction of DNA synthesis and 
generation of cytotoxic lymphocytes in autologous mixed lymphocyte/ tumor 
cell culture (MLTC) . The MHC class I and lCAM-1 mols. 

on the tumor cells were required for interaction with the lyTr5>hocytes as 
indicated by the inhibitory effect of specific mAb both in the stimulation 
and in the cytotoxic tests. While the cytokine -induced increases in 
MHC and ICAM-1 on the low- express ion tunrors were 

probably in^ortant for the modification of functional interaction with the 
autologous lyn?)hocytes, it is likely that alterations in other properties 
of tumor cells were also induced which contributed to the phenomenon. 
This was indicated by the results obtained with several tumors, which 
expressed indigenously high levels of these mols. but activated the 
autologous lymphocytes only after cytokine treatment. In several expts. 
the untreated targets that did not activate the lymphocytes were sensitive 
to the cytotoxicity of the effectors activated in MLTC. The results show 
that the afferent and efferent arms of the immune response have different 
requirements for functional interactions between lymphocytes and tumor 
cells. 
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AB UV-B (290-320 nm) radiation is known to impair the antigen -presenting cell 
(APC) function of Langerhans cells (LC) , skin-specific members of the 
dendritic cell (DC) family. We sought to address mechanisms of this 
effect, focusing on the role played by hydrogen peroxide. For this 



purpose, we used a newly established murine DC line, XS52, which resenible 
epi<termal LC in several respects. The APC capacity of XS52 cells, using 
two different a>4+ T cell clones as res^snders, was inhibited 
significantly (>50%) by exposure to UV radiation (unfiltered FS20 
sunlamps) at relatively small fluences (50-100 J/m2} . UV radiation also 
inhibited growth factor-dependent proliferation of XSS2 cells. Cell 
surface phenotype was relatively well preserved after irradn.; ejtpression 
levels of B7-i and B7-2 were reduced slightly, while 
other mols. (e.g. la. CD54, CDlla and CD18) were not affected. 
With respect to the role played by hydrogen peroxide, pretreatnant with 
purified catalase (900 U/mL) prevented UV- induced inhibition of APC 
function. Short-term exposure to 3 H202 or tert-Bu H202 tnimicked UV 
radiation by inhibiting APC function. Finally, intrinsic catalase 
activity was substantially lower in XSS2 cells compared with PAM 212 
keratinocytes. Tliese results indicate that the generation of hydrogen 
peroxide alone is sufficient to produce some, but not all, of the 
deleterious effects of UV radiation on DC derived froa the skin. 
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AB The authors evaluated the potential of B cell "superstimulatory" influenza 
viruses to activate peritoneal B cells (PBC) from BALB/c mice contg. both 
CD5+ and CDS- "sister" cells. Like conventional B cells, PBCs responded 
to influenza viruses in a hemagglutinin glycoprotein (HA) subtype- specific 
manner with proliferation and vigorous Ig synthesis. However, a no. of HA 
subtypes that are highly stimulatory for conventional B cells failed to 
induce significant responses of PBC. Isotype-detn. revealed a high 
predominance of IgM and only very low prodn. of IgA and IgG. HA-activated 
CD5+ B cells showed a hyper-expression of various activation markers, 
including bihc class II, intercellular adhesion mol. 1 ( 
0)54). and B7-X mols. In contrast to 

conventional B cells, where activation by HA is antagonized by phorbol 
esters (PMA) , HA and PMA acted synergistically on PBC, suggesting 
differential activation requirements of B-2 cells vs. PBC in response to 
HA. Like HA stimulation of B2 cells, virus -triggered proliferation of PBC 
was abrogated by a simultaneous treatment with F(ab')2 fragments of 
anti-Ig Ab and exhibited synergistic effects with LPS stimulation. 
HA-mediated proliferative responses of PBC, but not of B-2 cells, were 
pos. controlled by various cytokines, including IL-4 and IL-10. and to a 
lesser extent by XL- 6. This data represents the first exan?)le of a 
stimulation of peritoneal B cells by a polyclonal -activating virus, 
findings that call for considering infections with polyclonal B 
cell -stimulatory viruses as a means of expanding the pool of potentially 
autoreactive CDS B cells. 
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AB Efficient initiation of a CD4 T cell response requires both 

activation through the TCR and costimulation provided by mols. on APC with 
counterreceptors on the T cell. We investigated the relative contribution 
of the ICA«-1:LFA-1 and B7 :CD28/CTLA-4 costimulatory pathways in 
naive T cell activation, using either anti-CD28 Ab or fibroblast cell 
lines trans fected with l-Ek, which express either no costimulatory mols. 
ICAH-1 alone, B7-1 alone, or iau(-l 

and B7-1 together. Peptide Ag or immobilized anti-CD3 

was used to provide the TCR signal. CD4 T cells from mice 

transgenic for the V. beta. 3/V. alpha. 11 TCR, which recognize a peptide of 

pigeon cytochrome c con^ilexed to I-Ek, were used as a source of naive T 

cells. Naive T cells stimulated with Ag or anti-CD3 responded well to 

high nos. of APC expressing either ICAH-1 alone or B7- 

1 alone. However, APC expressing both iCAM-1 and 

B7-1 were much better stimulators of proliferation and 

IL-2 secretion at low cell nos., and were far superior inducers of IL-2 at 
higher nos:, indicating a synergy between the two pathways. Stimulation 
provided by iCAM-1 could not be solely attributed to adhesive 
strengthening of other pathways, since costimulation was seen when 
imimjbilized anti-CD3 was used and when ICAM-l only APC were 
added, indicating that lCAM-1 was in fact acting as a classic 
costimulatory mol. Both the magnitude of the response and the amt. of 
costimulation required for response were dependent on the intensity of TCR 
interaction. These results suggest that an efficient naive T cell 
response requires both a strong TCR signal and more than one costimulatory 
signal that will synergize with the TCR signal. This offers an 
explanation as to why APC such as dendritic cells and activated B cells, 
which express high levels of multiple costimulatory/adhesion mols., are 
the only APC that elicit naive T cell responses. 
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AB Neuroblastoma raay escape an intnune attack by virtue of its low expression 
of surface accessory mols. essential in the antitumor response, Murine 
neuroblastoma, neuro-2a, was transduced with the retroviral vector LB7-1SN 
to examine the influence of B7-1 expression on the 

itnnune response directed against a low major histocompatibility class { 

HEC) I and class II neg., B7-2, and ICMS-1 neg. tumor. 

Using a retroperitoneal model for ia5)lantation of neuroblaetoma in its 

natural site, the authors demonstrated that expression of B7- 

1 by neuro-2a reduces its tumorigenicity. Coinjection of 

87-i-pos. and -neg. cells io^troved survival con^^ared 

with mice receiving B7-l-neg. cells alone. This was 

dependent on the ratio of B7-1+ to B7- 

X- neuro-2a cells injected. CD8+ and not CD4+ T-cell 

depletion significantly increased tumor-induced mortality in syngeneic A/J 
mice, indicating that B7-1 decreases tumorigenicity 

primarily by direct costimulation of CD8+ T cells. Rejection of N-2a/ 

B7-1 tumors or pre immunization with irradiated N-2a/ 

B7-1 cells did not increase protection to challenge with 

unmodified neuro-2a cells over mice vaccinated with N-2a/neo 

Furthermore, cytotoxic T lyii?>hocyte (CTL) precursor frequencies were not 

significantly higher after in vivo priming and in vitro stimulation with 

irradiated N-2a/B7-l cranpared with N-2a/neo, 

indicating that B7-1 costimulation by the tumor, in 

the absence of adequate antigen presentation by MHC mols., may 

limit the generation of effective CTLs. 
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TCSA painting plus UVA irradiation augments the 

expression of B7-2 and MHC class II 

molecules on Langerhans cells. 
AUTHOR(S): Nishijima, Takafumi; Tokura, Yoshiki; Imokawa, Genii; 

Takigawa, Masahiro 

CORPORATE SOURCE: school Medicine, Hamamatsu University, Hamamatsu, 

Japan 

SOURCE: Photomed. Photobiol. (1995), 17, 29-30 

CODEN; PHPHEA; ISSN: 0912-232X 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The intensity of contact photosensitivity (CPS) reaction to 

3,3'4" ,5-tetrachlorosalicylanilide (TCSA) is dependent on the dose of TCSA 

and irradiance of UV A light (UVA) in both the induction and elicitation 

phases. BALB/c mice were painted with 5 .mu.L of 0.1% TCSA on the 

earlobes and then irradiated with UVA at 16 J/cm2. Twenty four h later 

epidermal cells (EC) were prepd. from these earlobes and the levels of 

intercellular adhesion mol. (ICMS)-I, B7-1, 

B7-2 and major histocon5>atibility cwnplex (MHC) class II on 

these EC were analyzed using flow cytcxnetry. Langerhans cells (LC) were 

Identified with the expression of MHC class II, On LC from 

untreated earlobes lCAM-1 and B7-2 were weekly expressed, but 

B7-1 was not detected. The levels of B7-2 and I -Ad on 

LC were augmented by TCSA painting plus UVA irradn., while ICAM 

-1 and B7-1 were not changed by these treatments. 

Keratinocytes from untreated epidermis expressed lCAM-1 alone 

which was augmented by TCSA painting plus UVA irradn. The augmentation of 

the expression of B7-2 and I-Ad on LC depended on both the TCSA amt. and 

UVA irradiance. A dot plot anal, showed that the expression of B7-2 and 

that of MHC class II were correlated with each other and the 

percentage of these highly expressing LC was increased with increasinq 

doses of TCSA and UVA. Thus, we conclude that LC expressing high amts. of 

B7-2 and MHC class II play an important role in the magnitude of 



L13 ANSWER 52 OF 53 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



AUTHOR (S) 



CORPORATE SOURCE 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE 
AB 



CAPLUS COPYRIGHT 2002 ACS DUPLICATE 35 

1994:455819 CAPLUS 
121:55819 

Regulation of immunostimulatory function and 
costimulatory uralecule (B7-1 and 
B7-2) expression on murine dendritic cells 
Larsen, Christian P.; Ritchie, Shannon C; Hendrix, 
Rose; Linsley, Peter S.; Hathcock, Karen S.; Hodes, 
Richard J.; Lowry, Robin P.; Pearson, Thomas C. 
Sch. Med., Emory Univ., Atlanta, GA. 30322, USA 
J. Immunol. (1994), 152(11), 5208-19 
CODEN: J0IMA3; ISSN: 0022-1767 

Journal 
English 

Dendritic cells (DC) play a crit. role in the initiation of T 
cell-mediated immune responses, and express costimulatory mols. that are 
required for optimal activation of unprimed T cells. Studies on the 
regulation of the costimulatory mols. on DC have produced evidence from 
^S?*'^®^ up-regulate expression of CTLA4 counter 
receptor (CTLA4-CR) (but not intercellular adhesion mol. l (icAM 
t'IL^^h.!!*^*' °" ^« demonstrated on splenic DC, 

^gerhans cells, kidney DC in culture, and in a skin-explant culture 
system, in which the increased expression of CTLA4-CR on Langerhans cells 
(LC) occurs concomitantly with their migration out of skin. 
Interestingly, despite the ability of both Ol-CSP and IFN-. gamma, to 
increase CTLA4-CR and maintain similar levels of lCAM-1 HsAg 
and MHC mol. expression, the functional consequences of' these' 

°^^P^«^i? DC are distinctly different. Ot-CSF enhances the 

stimulate both T cell proliferation and cytokine release. 
Whereas IPN- .gamma, causes no increase in immunostimulatory function. 
riJd ?rfn^i; ""^Z crLA4-CR on these cell populations by using the GL-1 
and IGIO mAbs has shown that ©1-CSP-cultured DC express high levels of 
both B7-1 and B7-2, whereas IFN- .gamma. -cultured DC 

express increased levels of only B7-2. These results suggest that optimal 

r^^i^'ir^-'-""??^'^^V^^^^ proliferate and releale cytokines'^m^r 
require participation of both of these CTLA4 counter receptors, and 
confirm the in?>ortance of 0«-CSP for the maturation of DC into potent 
stimulators of T cell activation, potent 
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transduction between T cells 
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DOCUMENT TYPEt Journal 
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AB T cell activation r^uires engagenffint of the T cell receptor (TCR) with an 
iracaunogenic peptide bound to a major histocompatibility coti^lex { 
HHC) ool. and a costiiaulatory signal provided by the 
antigen-presenting cell (APC) . Although these events result in T cell 
clonal expansion, ligation of the TCR alone (lack of a costiraulatory 
signal) (toes not stinoilate T cell activation, but rather results in 
unresponsiveness known as T cell energy. Most investigations of the T 
cell activation n»chanism have focus sed on the By stem consisting of 
classical APC and T cells, but it is known that T cell can coexpress not 
only the adhesion taols. that provide costimulatory signals to T cells, but 
also their counter- receptors. In this paper, we analyze the role of 
adhesion taols. in T cell activation using a mouse CD4+ T cell 
clone, DB14. DB14 cells were able to proliferate upon stimulation of the 
TCR/CD3 complex alone either by appropriate MHC class II cDNA 
transfected CHO cells plus peptides or anti-CD3 monoclonal antilK>dies 
(mAb) . Moreover the magnitude of anti-CD3 mAb- induced T cell 
proliferation was dependent on cell d., suggesting that cell to cell 
contact is important for the anti-CD3 mAb-induced DB cell proliferation. 
The DB14 cell expressed B7-1, CD28, zc&ss-l 

and LFA-1 mols. on its cell surface. In^rortantly, anti-CD3 mAb-induced 
proliferation was inhibited by CTLA-4 Ig or anti-LPA-1 mAb and the 
inhibitory effect of anti-LFA-1 mAb was stronger than that of CTLA-4 Ig. 
These results suggest that DB14 cells require two signals, the first, a 
TCR-raediated signal by anti-CD3 mAb and the second, a costimulatory signal 
through interaction of B7/CD28 and LFA-l/iCAM-1 pathways. Thus 
adhesion mols. on DB14 cells can provide a costimulatory signal for T cell 
proliferation, which suggests that T cells may provide costiraulatory 
signals to each other at inflaned regions in vivo. 
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